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(54) Nitrate prodrugs able to release nitric oxide in a controlled and selective way and their use 
for prevention and treatment of inflammatory, ischemic and proliferative diseases 



(57) New pliannaceutical compounds of general 
ionnula(l): F-(X)q where q Is an Integer from 1 to 5, pref- 
erably 1 ; -F is chosen among drugs described In the text, 
-X is chosen among 4 groups -M, -T, -V and -Y as de- 
scribed In the text. 

The compounds of general fonnula (1) are nitrate 
prodrugs which can release nitric oxide In vivo In a con- 
trolled and selective way and without hypotensive side 



effects and for this reason they are useful for the prep- 
aration of medicines for prevention and treatment of In- 
flammatory, Ischemic, degenerative and proliferative 
diseases of musculoslceietal, tegumental, respiratory, 
gastrointestinal, genito-urinary and central nervous sys- 
tems. 
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Description 

[0001] The present invention relates to new nitrate prodrugs which can release nitric oxide in vivo in a controlled and 
selective way and without the side effects typical of nitrate vasodilators drugs. 
5 [0002] In fact, contrary to any expectation, the prodrugs of this Invention can release nitric oxide In a controlled way 
thanl<s to their slow absorption in vivo. 

[0003] Furthemnore the prodrugs of the invention release nitric oxide in a specific way because they can exploit the 
specific carrier of erythrocytes. 

[0004] The prodrugs of the Invention are devoid of the side effects typical of nitrate vasodilators drugs (e.g. nltro- 
10 glycerine, isosorblde mononitrate) used for the treatment of angina pectoris. These effects, Wke orthostatic hypotension, 
migraine and dizziness, are llnlced to the vasorelaxant properties of nitric oxide which, besides the benefits for the 
treatment of angina, causes this side effects If released in an uncontrolled way 

[0005] Surprisingly the prodrugs of the invention can exploit the advantages of a controlled and selective release of 
nitric oxide without side effects for several diseases and they have a better activity and/or fewer side effects than the 
'5 original drugs. 

[0006] For all these reasons the prodrugs of this Invention are useful for a chronic, controlled and selective admin- 
istration of nitric oxide and therefore for the preparation of medicines for prevention and treatment of inflammatory, 
ischemic, degenerative and proliferative diseases of musculoskeletal, tegumental, respiratory, gastrointestinal, genito- 
urinary and central nervous systems. 
20 [0007] One has been trying to exploit the therapeutical properties of nitric oxide for many years but the problems to 
solve are many and, at this time, not yet solved. 

[0008] The main problems are the very short half-life of nitric oxide that is 3-5 seconds, its aspecificlty of action and 
most of all the necessity to control strictly the quantity of nitric oxide released. This last problem Is particularly important 
because nitric oxide has often effects which are even opposite, according to the quantity released in the time. 
25 [0009] In fact nitric oxide is produced In our body by three Isoenzymes called neuronal (nNOS), endothelial (eNOS) 
and inducible (INOS) nitric oxide synthetases. 

[0010] While the nitric oxide produced by eNOS has antiinflammatory and antlapoptotic activity, the nitric oxide pro- 
duced by (NOS has opposite effects because It is produced In a great quantity and in a short time, favouring the 
formation of peroxynitrites and other compounds which are very cytotoxic for tissues {«The dual personality of N0», 

30 ColasantI IVI. et al. Trends in Pharmaceutical Sciences, 21 , 2000, 249-253). 

[0011] Furthemiore, forthe same reason and on the contrary of eNOS, INOS enzyme causes a mariced hypotension. 
[0012] Also an uncontrolled administration of a nitric oxide-donor (NO-donor) can cause several side effects due to 
the vasorelaxant activity of nitric oxide, which causes orthostatic hypotension, migraine and dizziness if released ex- 
cessively (see for example Goodman & Gllman "The Phannaceutlcal Basis of Terapeutics", 9*" Ed., 1996). 

35 [0013] Recently some researchers (Patel et al, J. Biol. Chem., 274,22;15487-15492 ; Woitzt et al, J. Biol. Chem., 
274,41.28983-28990) have discovered how nitric oxide could be earned in the body despite Its very short half-life. 
[0014] It can bind Itself to hemoglobin of erythrocytes giving two products (Hb(Fe(ii))NO and SNO-Hb). Only SNO-Hb 
Is active that is it can nitrosylate Important cysteine groups of many proteins modifying so their activity 
[0015] Furthermore it has been suggested that, thanks to this Interaction, nitric oxide could have some specificity of 

40 action because hemoglobin releases nitric oxide only In vascular districts having very low partial pressure of oxygen 
that is In hypoxic, ischemic and inflamed districts. 

[0016] Furthermore nitric oxide can be transferred Into every cell because hemoglobin can donate It to glutathione 
producing nitrosoglutathione (GSNO) which is stable (Spencer et al, J. Biol. Chem., 275,47,36562-36567). 
[0017] The beneficial activities of the nitric oxide released by eNOS enzyme are several and known (see for example 
45 "Nitric Oxide", Handbook of Experimental Pharmacology, Vol. 143, 2000, Ed. Springer-Verlag, pag. 1-655). Therefore 
controlled doses or controlled concentrations of nitric oxide, like those released by eNOS enzyme, can cany out some 
phannacologlcal activities which are potentially useful for prevention and treatment of inflammatory, Ischemic, degen- 
erative and proliferative diseases of musculoskeletal, tegumental, respiratory, gastrointestinal, genito-urinary and cen- 
tral nervous systems. 

50 [0018] The release of nitric oxide from NO-donors can occur both in an enzymatic and a non-enzymatIc way. As for 
nitrate esters this release mainly occurs by some p450 reductase enzymes and by glutathione S-transferase (MInami- 
yama K. Et al, FEBS Letters. Vol 452(3) (pp 1 65-1 69), 1 999). 

[001 9] As for the possibility to exploit therapeutically the properties of nitric oxide for the prevention and the treatment 
of the above-mentioned diseases, at the moment the problems to solve are stili many among which the most important 
55 are: 

to obtain a controlled release of nitric oxide to avoid the serious above-mentioned side effects, caused by an 
uncontrolled release of It 
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^ to exploit the specific nitric oxide carrier system of erythrocytes designing molecules which can produce nitroso- 
hemoglobin (SNO-Hb) 

[0020] With great surprise we have synthesized compounds which can have both these requirements. In particular, 
5 the unexpected advantages of the compounds of this invention for prevention and treatment of inflammatory, ischemic, 
degenerative and proliferative diseases of musculoskeletal, tegumental, respiratory, gastrointestinal, genito-urinary 
and central nervous systems are the following. 

1) As for controlled release, we have unexpectedly found that the best mode to control nitric oxide release Is to 
10 slow the absorption of prodrugs. In fact the prodrugs of the Invention are adsorbed more slowly than the original 

drugs and most of all than all known nitrate vasodilators. 

2) In fact for this reason the connpounds of the Invention are unexpectedly devoid of the marked hypotensive activity 
and of the side effects related to It, typical of nitrate vasodilators drugs and therefore they are useful for a chronic 
administration of low doses of nitric oxide. 

IS 3) The compound of the Invention can unexpectedly exploit the specific nitric oxide carrier of erythrocytes because 

they can produce nttrosohemoglobin (SNO-Hb). 

4) The compound of the Invention , being esters and salts and therefore easily hydrolyzable, can release the original 
drugs active for prevention and treatment of Inflammatory, ischemic, degenerative and proliferative diseases, of 
which they can improve the efficacy and diminish the side effects thanks to the synergic properties of nitric oxide. 

20 

[0021] The compounds of this invention are more effective than the original drugs. For example derivatives of proton 
pump inhibitors or of their metabolites are more effective for prevention and treatment of peptic ulcer thanks to the 
properties of nitrk: oxide. Furthemriore derivatives of selective estrogen receptor modulators drugs are more effective 
for prevention of osteoporosis thanks to the properties of nitric oxide. 
25 [0022] The compounds of the invention have not necessarily the same therapeutic application of the original drugs 
(e.g. derivatives of antiinflammatory drugs have also carcinogenesis Inhibitor activity, thanks to the properties of nitric 
oxide). 

[0023] The compounds of the Invention can have more synergic activities for the same therapeutic application (e.g. 
derivatives of 5a-testosterone reductase inhibitor drugs for prevention of benign prostatic hypertrophy can also, thanks 
30 to nitric oxide, inhibit the proliferation of smooth muscle cells and they have also antiinflammatory and muscoiorelaxant 
properties useful for the concomitant urinary Incontinence). 

[0024] The compounds of this invention can also be useful to overcome the serious side effects of the original drugs. 
For example derivatives of cyclooxigenase 2 (COX-2) inhibitors, thanks to the antithrombotic properties of nitric oxide, 
can solve the serious problems of cardiovascular toxicity due to the selective inhibition of COX-2 recently shown In 
3s VIGOR clinic study with more than 8000 patients treated with rofecoxib and whose results have raised serious doubts 
about the safety of these drugs. 

[0025] The compound of this invention can also be at the same time more effective and with fewer side effects than 
the original drugs. For example the paranitroxymethyibenzoic acid derivatives of COX-2 inhibitors (in particular celecox- 
ib and rofecoxib) have better antiinflammatory and analgesic activities than the original drugs, In particular for prevention 

40 of familial polyposis, for prevention of Alzheimer disesase and for treatment of urinary Incontinence. 

[0026] Besides, as said before, they can solve the serious problems of cardiovascular toxicity due to the selective 
inhibition of COX-2. Furthemnore, in another example, the paranitroxymethyibenzoic acid derivatives of glucocorticoid 
(e.g. prednisolone, hydrocortisone, budesonide) are more effective than the original dmgs for treatment of chronic 
inflammatory diseases (e.g. ulcerous colitis, psoriasis, asthma) and there are devoid of typical side effects of gluco- 

45 cortlcold (e.g. uicer, osteoporosis). 

[0027] The prodrugs of the invention are useful for a chronic, controlled and selective administration of nitric oxide 
and therefore for prevention and treatment of inflammatory. Ischemic, degenerative and proliferative diseases of mus- 
coloskeletal system (e.g. rheumatoid arthritis, osteoarthritis, lupus, osteoporosis, Paget disease), of tegumental system 
(e.g. ulcers, aphtha, psoriasis, demnatitis, skin tumors), of respiratory system (e.g. asthma, chronic obstructive pulmo- 

so nary disease, allergy, emphysema, bronchitis, ARDS, rhinitis, cystic fibrosis, lung tumors), of gastrointestinal system 
(e.g. peptic ulcer, duodenal ulcer, ulcerative colitis, Crohn disease, hepatic cirrhosis, pancreatitis, esophagitis, gastritis, 
colon familial polyposis, colon-rectum tumors, liver tumors, oesophasus tumors, pancreas tumors, stomach tumors), 
of genital system (e.g. benign prostatic hypertrophy, prostatitis, sexual disorders, prostate tumors, breast tumors, uterus 
tumors, ovary tumors), of urinary system (urinary Incontinence, bladder tumors) and of central nervous system (e.g, 

ss multiple sclerosis, Alzheimer disease, brain tumours). 

[0028] An object of the present invention are compounds of general formula (I), their phanmaceutically acceptable 
salts, their in vivo hydrolyzable prodrugs, their tautomerB and their diastereomers. 
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F-Wq (I) 

where: 



- q is an Integer from 1 to 5, preferably 1 ; 

F is a molecule or a drug for prevention and treatment of inflammatory, ischemic, degenerative and proliferative 
diseases of musculoskeletal, tegumental, respiratory, gastrointestinal, genito-urinary and central nervous systems; 

* X is ciiosen among 3 groups of substituents, -IVI, -T and -V wliere: 

M is chosen among the following groups which can release nitric oxide in vivo: nitrate ester (Al) -ONO2; nitrate 
salt (Ail); nitrite ester (All!) -ONO; thionitrite (AIV) -SNO; NONOate (AV) -NO{NO) 



(Al) (All) (All!) (AIV) (AV) 



[0029] The undulated line shows where and how is the bond which Is necessary to linic M (on the right of the line) 
and the drug F (on the left of the line); 

- T is chosen among the following radicals, optionally saiified preferably with nitric acid: 

- 0-Ri-IVI;-0-Ri-0-Ri'M;-0-Ri-S*Ri*M;-0-Ri-NR2-Ri-M; 

- S-R^-iVI; -^S^R^^O-Ri-M; -S-Ri-S-Ri-I^: -S-Ri-NRa-RrM; 

- NR2-RrlVI; -NR2-Ri-0-R^-[^; -NR2-R1-S-R1-M; -NR2-RrNR2-RrM; 

- (CO)-Ri'M; '(CO)-Ri-O-Ri-M; -(C0)-Ri-S-Ri-M;-(C0)-Ri-NR2-Ri-M; 

- 0-(CO)-Ri-M; 

- R^-O-R^-iVI; -R1-S-R1-M; -R^'-NRg-Ri-M; 

- PO(0-)0-Ri-M; 



where M Is described as above; 



R^-is a saturated or unsaturated, linear or branched all<ylene, having from 1 to 21 carbon atoms or a saturated 
or unsaturated, optionally heterosubstituted or branched cycloallcylene, having from 3 to 7 carbon atoms or an 
optionally heterosubstituted arylene having from 3 to 7 carbon atoms; 

" R2 is H or a saturated or unsaturated, linear or branched alkyl, having from 1 to 21 carbon atoms or a saturated 
or unsaturated, optionally heterosubstituted or branched cycloallcyl, having from 3 to 7 carbon atoois or an optionally 
heterosubstituted aryl having from 3 to 7 carbon atoms; 

- Ri- and -Rg may be substituted with -OH, -SH, -F, -CI, -Br, -OPO3H2, -COOH, NR2 or with a saturated or unsatu- 
rated, linear or branched alkyl, having from 1 to 10 carbon atoms or with a saturated or unsaturated, optionally 
heterosubstituted or branched cycloalkyi, having from 3 to 7 carbon atoms 

• the bond between -F and Is hydroiyzable in vivo by metaboiic or enzymatic activity and in in particular Is a 
carboxylic ester, a carboxylic amide, a glycoside, an acetal, a Icetal, an azo compound, an hydrazide, a carbammate, 
a thioester, a thioamide, a phosphoric ester, a phosphonic ester, a sulphuric ester, a suiphonlc amide, a sulphonic 
ester. 



[0030] The above cited pharmaceutically acceptable salts are salts from inorganic acid (e.g. nitrate, nitrite, chlorhy- 
drate. bromhydrate, sulphate, phosphate), salts from organic acids (e.g. citrate tartrate, acetate, maleate, fumarate, 
ossalate, p-toluensulphonate, methanesulphonate, ethansulphonate, benzenesulphonate), from inorganic bases (e.g. 
ammonium, sodium, lltium, potassium, magnesium, calcium and zinc salts) or from organic bases (e.g. ammonium 
salts of organic amines). Preferably they are nitrate salts, chlorhydrate, sodium salts and potassium salts. More pref- 
erably they are nitrate salts. 

[0031] The bond between -R^ and -1^ is described by the above cited formulae from (Al) to (AV) that Is the undulated 
line shows here where and how is the bond which is necessary to link -M (on the right of the line) and -R^ (on the left 
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of the line); 

- V is chosen among -Z-M2. -O-Z-Ma, -N(R2)-Z-M2, -Ri-Z-M2, -O-Ri-Mg, ■0-Ri-Z-M2 where: 

- Mj Is Chosen among -M, -R^-M, -0-R,-M, -S-R,-M, •N(R2)-Ri-M 

where R^, R2 and M are described as above; 

Z-M2 is chosen among the following radicals, optionally salifled preferably with nitric acid: 

1; --ir-(CH2)ni-M2 
W N(CH2)ni-L-|- 
(Bl) 




R3 




(Bll) 



>tcH2) nr-^ 
(Bill) 




M2 

(BIV) 



NK J NH^ 



9H3 

M2 



(BV) 



NH2 

(BVI) 



(BVII) 




(BVIII) 



(BX) 




(BXI) 



(BXII) 
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Mf \ VN---/ / 

^ O ^ Mf 

(BXV) (BXVI) (BXVII) 

Q f ^y'^cooh X-^y^m. ^^^^--^oh 
(BXVIII) (BXIX) (BXX) (BXXn 

mxxin (Bxxiin (bxxiv) 

M2 

>|''''^-^C00H Hoocr^''W^V 

0 Ma O ^2 0 

(BXXV) (BXXVI) (BXXVII) 

COOH 

(BXXVIII) (BXXIX) (BXXX) 

M2-(cm-ch2-lX^- Ma-^CHaC^i— Lj-|- 

Rj "2 n2 

(BXXXI) (BXXXII) 
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(BXXXIII) (BXXXIV) (BXXXV) (BXXXVI) 
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(BUM) (BLIV) (BLV) 




(BLVI) (BLVII) 




(BLVIII) (BLIX) (BLX) 




(BLXI) (BLXII) (BLXIII) 




(BLXIV) (BLXV) (BLXVI) (BLXVIH 
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5 




(BLXVIIh rBLXIX^ (BLXX) 



15 




(BLXXI) (BLXXII) (BLXXIII) 

20 where: 

- R3 i8 chosen among -H, -OH, -NHg -NOg, -CH3, -CN. -OCH3 , -CH2OH, -COOH, -CHO» -F, -CI, -Br, -CF3: 

T is an oxygen atom -O-, a sulphur atom -S-, a nitrogen atom -NR2-. a selenium atom -Se- 0 a carbon atom 

"CR2R2''I 

25 - W is chosen among -CH=, =N-, -N-i-(0-)=; n^ is an Integer from 0 to 3; ng is an integer from 1 to 6, preferably from 
1 to 4; -R^, R2, are described as above: 

the dotted line is a simple bond or a double bond; -Ar^- Is an optionally heterosubstituted arylene having from 3 

to 7 carbon atoms; 

• the undulated line shows where is the bond between -V and the drug -F; 
30 . the bond between -F and -V Is hydrolyzable in vivo by metabolic or enzymatic activity and In particular is a carboxylic 
ester, a carboxylic amide, a glycoside, an acetal, a ketal, an azo compound, an hydrazlde, a carbammate, a 
thioester, a thloamide, a phosphoric ester, a phosphonic ester, a sulphonic amide, a suiphonic ester. Preferably it 
Is a carboxylic ester or a carboxylic amide. 

35 [0032] In -T and -V groups, the preferred meanings of -X are the following monovalent radicals -Y^^ optionally sub- 
stituted preferably with nitric acid: 



40 



45 



SO 



55 




(CalV) (CaV) (CaVI) 
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(CbX) (CbXI) 
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X^O^ XJO^OOH O^^p 
ONO2 ONO2ONO2 >£0>\^ON02 



0NO2 

(CbXii) 
0 0NO2 0NO2 



ONO2ONO2 >t 

(CbXIII) (CbXVI) 

O ONO2 9NO2 



ONO, QKCU iNOj 6NO2 (|,N02 

(CbXVIII) (CbXIX) 
(Cell) (Cclll) 



'ON02 



ONO2 ONOj 

(CbXVII) 

H 




(Ccl) 
(CcIV) 




(CcXIli) 



(CcXVI) 



(CcXV) 
NO3- 

(CcXVII) 



) 


(CcXIV) 










N03- 
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(CdVI) (CdVII) 




(CdXIl) (CdXIII) 




(Cel) (Cell) (Celll) (CelV) 
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^ H3C 
IvIHCOCHa 

(CeV) 

SNO 




(CeVI) 



NHCOCH3 
(CeVII) 



(CeVIII) 



(CelX) 



(CeX) 




(CfVII) 



IH OH 

(CfVIII) 
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(Cgl) (Cgll) (Cglll) 

/ \ / — \ />' 

? \ / + N OCH2OCH3 f \ / + N OCH2OCOCH3 

(CglV) (CgV) 

(CgVI) (CgVII) (CgVIII) 

VoNa Sr-NH3+ Rr-NH3 + +H3N'^^ ^^^NHT^ 

(CglX) (CgX) (CgXI) (CgXIl) 

ONQz COOH 

(Chi) (Chll) 





(ChlV) 
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(ChVII) (ChVIII) 




(ChlX) (ChX) 

where: 

• the dotted line is a simple bond or a double bond; 

the undulated line shows where is the bond between -Y^ and the drug -F; 
- the bond between -F and -Y^ Is preferably hydrolyzable In vivo by metabolic or enzymatic activity and in particular 

Is a cartoxylic ester, a carboxylic amide, a glycoside, an acetal. a ketal, an azo compound, an hydrazide, a car- 

bammate, a thioester, a thioamide, a phosphoric ester, a phosphonic ester, a sulphonic amide, a sulphonic ester. 

Preferably it is a carboxylic ester or a carboxylic amide. 

[0033] Preferably -X is a nitrate salt (All) In a stoichiometric ratio with F of at least 1:1 and preferably -X is chosen 
among the following monovalent radicals -Y2 optionally salified preferably with nitric acid: 




(Cal) (Call) (Calll) 
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ONOj 




(CaXII) 




(CaXIV) 



(CaXVI) 



(CelV) 




COOH J^^^ 

>V^^COOH \ X ^^"^ 
II ^N > 

O ONO2 ^ < N— O- 

(CbVI) (Cgl) 

where the bond between -Yg and the drug -F, in the point shown by the undulated line, is a carboxylic ester 01 
carboxylic amide. 

[0034] More preferably -X Is the following monovalent radical -¥3 (paranitroxymethyibenzoyl): 
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0 

(Cal) 

where the bond between -Y3 and the drug -F, In the point shown by the undulated line, is a carboxylic ester or a 
carboxylic amide. 

[0035] F may be bound to M as described above In fonnulae from (A!) to (AV). or may be bound to T as described 
above, or may be bound to V as described above in formulae from (Bl) to (BOCXIll); more preferably F Is bound to -Y^ 
as described In fonnulae from (Cal) to (ChX) and even more preferably F Is bound to a -Yo e -Y- as described In 
formulae from (Cal) to (CaXVI). 

[0036] F is chosen among the following 8 groups of molecules (from 1 A to 8A) which are identified by their own INN 
("International Nonproprietary Name", from "World Health Organization" database) or by their own company code or 
by their own chemical name. 

GROUP 1A: 

[0037] ^1 -tocopherol. 52-tocopherol, 5-tocopherol, e-tocopherol, r^-tocopherol, p-tocopherol, ^tocopherol, a-tocophe- 
rol, 1 7p-estradiol, 21-acetoxypregnenolone, 6-mercaptopurlne, Ba-hydroxy-riboflavin, abetimus, aceclofenac, acemet- 
acin, acetamlnosalol, acetoxolone. acexamlcacid, aconltlne. 3-acetylconltine, actarit, adapalene, adxanthromycin, aju- 
lemlc acid, alclofenac. alclometasone. aldesleukin, algestone, alonacic, allopurlnol, almlnoprofen, amclnafal, amclno- 
nide, amebucort, amelometasone. amfenac, amiprllose, amixltrene. amplroxicam, amrinone, amtolmetin guacil, ana- 
klnra, anirolac, anisperlmus, anitrazafen, apafant, apazone, aprepltant, araprofen, artecanin, aslmadollne, asobamast, 
aspirin, ascomycin, ataquimast, atiprlmod, atlzoram, atliprofen, atrasentan, atreleuton, aurothioglucose, aurothlomalat! 
aurothiomallc acid, azapropazone, azasplrane, azastene, azathioprine, azimexon, azure A, azure B, azure C, bake- 
profen, bamaqulmast, balsalazlde, baslllximab, batlmastat, beclometasone, bendazac, benorylate, benoxaprofen, ben- 
zbromarone. benzplperylone, benzydamlne, bepafant, berberlne, bemioprofen, betamethasone, betamethasone acib- 
ulate, belwutlne, bilirubin, biliverdin, bifeprofen, bimoslamose. bindarit (ELXVII), bosentan, boswellic acids, brasilicar- 
din a, brequinar, bromfenac, bromhexine, bromisoval. bromosaligenin, broperamole, buclllamine, bucloxicacid, buco- 
lome, budesonldQ. bufexamac, bufezolac, bulleyaconltlne, bumadizone, busulfan, butanixin, butibufen, butlxirate, bu- 
tlxocort, carbenoxolone, canin, carprofen, celecoxib, chenodeoxychollc acid, chloroprednlsone, chloroqulne, ciamex- 
on, ciclesonlde, cicloprofen, cinaproxen, cinfenoac, cinmetacln. cipemastat, ciproquazone, clamldoxic acid, clidanac, 
cliprofen, clobetasol, clobetasone, clobuzarit, chlorin e6, chlorophyll, clocortolone, clofenamic acid, clofexamlde, clo- 
furac, clometacin, clonixin, clopirac, cloticasone, cloprednol, doxlmate, cobanamlde, colchicine, colfenamate, copro- 
porphyrin (I, II, III), cormetasone, cortisone, cortlvazol, cortodoxone, cridanimod, cyclophosphamide, cyclosporin (A, 
B.CD.G), 10-deazaaminopterln, dacopafant, daltroban. dapltant, darbufelone, darusentan, deflazacort. defoslimod*. 
dehydrochollc acid, delmetacin, deloxolone. deltlbant, deracoxlb, desclnolone, desonide, desoximetasone, dexame- 
thasone. dexamethasone acefurate, dexamethasone-21 -phosphate, dexbudesonide, dexibuprofen, dexindoprofen, 
dexketoprofen, dexpemedolac, dextlopronln, deuteroporphyrin IX, diacerein, diclofenac, diclonixin, difenamlzole, difen- 
piramlde, diflorasone, diflucortolone, diflumldone. diflunisal, difluprednate, diftalone, dlethylhomospennine, dlmepra- 
nol, dipyrocetyl, dipyrone, diphenylenelodonlum. ditazole, domoprednate, drocinonlde, dronabinol, droxicam. duomet- 
acin, edatrexate, eltenac, emorfazone. emoctakin, endrysone, enfenamic acid, enolicam, enoxolone, enrasentan, epi- 
rizole, eremophyllene a, esculamlne, esculentin A, esflurblprofen, esonarlmod, esonarlmod, estriol, etersalate, etodol- 
ac, 12-epl-scalaradlal, etofenamate, etoricoxlb, everollmus, ezlopitant, falclnonlde, famprofazone, felblnac, fenamole, 
fenbufen, fenclofenac, fenclorac, fenclozic acid, fendosal, fenflumlzole, fenleuton, fenoprofen, fenplpalone, fentiazac, 
fepradinol, feprazone, figopltant, flavlne-adenlne dinucleotide, flavonone hydrazone. flazalone. fiosullde, flobufen, fiu- 
arandrenolide, fluazacort, flucloronlde, fludrocortisone, flufenamic acid, flumetasone, flumlzole, flunisolide, flunixin, 
flunoxaprofen, fluocinolone acetonide, fluoclnonlde, fluocortin, fluocortolone, fluorometholone. fluperolone, fluprednl- 
dene, fluprednlsolone, fluprofen. fiuproquazone, fluquazone, flurbiprofen, fiuretofen, flutlazin, fluticasone, folinic acid, 
forfenlmex, formocortal, foropafant, frabuprofen, furaprofen, furcloprofen, furobufen, furofenac, ganaxolone, gentlalc 
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add. gestodene, gtaspimod» glatiramer, glucametacin, glycol salicylate, glucosamine, gold thiomallc acid, gualazulene, 
gusperimus, halcinonide, halobetasol, halometasone, halopredone, hepatyrix, hemin, hematoporphyrin IX, hematopor- 
phyrln D, hemipyocyanlne, hexaprofen, higenamlne, hydrocortamate, hydrocortisone, hydroxychloroquine, 3-hydrox- 
yparthenoltde, kutkoslde, Ibufenac, Ibuprofen, Ibuproxam, icariin, icatibant, ilomastat, ilonidap, imiqulmod, indobufen, 

s indometacin, indoprofen, Inosine, Intrazole, iotroxic acid, iodinin, Isatoribine. Isofezolac, isoflupredone. isonixin, iso- 
prednidene, Isoprofen, Isoxepac, isoxicam, israpafant, ivarlmod, ketoprofen, ketorolac, ketorolac tromethamine, ke- 
totrexate, kobiln. laflunlmus, labradimit, lanepitant, lappaconitine. leflunomide, levamlsole, lexipafant, lexofenac, llma- 
zocic, llcovek, livax, lisofylline, lobenzarit, lobuprofen, lofemizole, lonaprofen, lonazolac, lornoxicam, losmlprofen, lotep- 
rednol etabonate, lotifazole. loxoprofen, lubeluzole, mabuprofen, mafosfamide. marimastat, mazipredone, 

10 mectofenamic acid, meciorisone, medrysone, mefenamic acid, melittin, meloxlcan^, meprednisone, mesalazlne, mese- 
clazone, mesoporphyrin IX, metacetamol, metanixin, metbufen, methotrexate, methocarbamol, methylprednisolone, 
methylprednisolone suleptanate, methylcobalamin, methlmazole, metiazinic acid, metronidazole, mexoprofen, mine- 
cycilne, minopafant, mlpragoslde, miroprofen, misoprostol, mitoxantrone, mizorlblne, modaflnil, modlpafant, 
mobenakin, mofebutazone, mofetil, mofezolac, mornetasone, morazone, morniflumate, moxilubant, mycophenolate 

'5 mofetil, myoral, N-deacetylranaconltine, N-deacetylfinaconltlne, N-deacetyllappaconltlne, N-methyl-protoporphyrIn IX, 
nabumetone, naflocort , nagarine, napirimus, naproxen, nemorobucin, nepadutant, nepafenac, nicortonide, niflumic 
acid, nimesulide, niometacin, nitraquazone, N-desmetylbenzydamine .nivacortol, nolpitantium, nupafant, octlsalate, 
odalprofen, olsalazlne, oleanollc acid, onaprlstone, opreivekin, orpanoxin, orazipone. osanetant, oxaceprol, oxamet- 
acin, oxaprozin, oxepinac, oxindanac, oxipurinoi, oxolamine, oxyfenamate, oxyphenbutazone, paclitaxel, paeony, pa- 

^0 racetamol, paramethasone, paranyline. parecoxib, parthenolide, parsalmide, pelubiprofen, pemedotac, penicillamine, 
pentostatin, pentoxifylline, perisoxal, perizoxal, petrosaspongiolide M. phenylbutazone, piciamllast, picroslde I, pidol- 
acetamol, pidotimod, pidotimod, piketoprofen, pilocarpine, pimecrolimus, pimetacin, pipebuzone, piperylone, pirazolac, 
pirfenldone, piroxicam, plrprofen, pitonakin, pralnacasan, pranoprofen, prasterone, prednazate, prednazoline, prednl- 
carbate, prednisolone, prednisolone 25-di ethyl ami noacetate, prednisolone sodium phosphate, prednisone, prednival, 
prednazoline, prednylidene, prefenamate, prifelone, prinomastat, prinomide, probenecid, procodazole, proglumetacin, 
propacetamol, propyphenazone, proquazone, prospldium, protizinic acid, protoporphirin IX, quercetin, rameswaralide, 
ramlfenazone, ranaconltlne, rapamycin, reslqulmod, resiquimod, resocortol, rhein, ribavirin , riboflavin, riboflavin mono- 
phosphate, riboflavin tetrabutyrate, riboflavin triacetate, triptolide, ridogrel, rimexolone, rimonabant, rocepafant, ro- 
fecoxib, romazarit, romurtlde, roquinlmex, s-adenosylmethionine, salacetamide, salicylamide, salicylamide o-acetic 

so acid, salicylsulfuric acid, salaspermic acid, salnacedin, salsalate, saredutant, scyphostatin, seclazone, secotanapar- 
thenolide, seprilose, sermetacin, setlpafant, sibenadet, sirollmus, sitaxentan, sodium hycluronate, sonermin, solimas- 
tat, stepronin, stercobilin, sudoxicam, sufosfamide, sulfaloxic acid, sulfasalazine, sulfinpyrazone, sulindac, sumaceta- 
mol, suprofen, susalimod, susalimod, suxibuzone, tacrolimus, talmetacin, talnetant, tainiflumate, talosalate, tanetin, 
tanomastat, tarasentan, tauroselcholic acid, tasonermin, tazeprofen, tazofelone, tebufelone, temarotene, tenidap, ten- 

35 oxicam. teceleukin, tepoxalin, terlfiunomide, terofenamate, terprenin, tesicam, tesimide, tetrandrine, tetriprofen. te- 
zosentan, thalidomide, therafectin, thielocin B3, thiazollnobutazone, thiethazole, thymocartin, thymopentin, thymotrl- 
nan, tianafac, tiaprofenic acid, tiaramide, ticolubant, tifacogtn, tiflamlzole, tifurac, tilmacoxlb, tiinoprofen arbamel, time- 
gadine, tinorldlne, tiopinac, tiopronin, tloxaprofen, tiprotimod, tixocortoi, tobramycin , tolfenamic acid, tolmetin, tomox- 
lprole,trespeiimus, triamcinolone, 1*(2-trifluoromethylphenyl) Imidazole, 1H-[1,2,4]Oxadlazolo[4,3-a]quinoxalin-1 -one, 

40 tribuzone, triclonide, trifezolac, triflumldate, trimetrexate, triptolide, tripedane, triptochlorolide, tripdiolide, triptonlde, 
triptolidenol, triptriolide, 1 6-hydroxytriptolide, tripterine, triptotriterpenic acid B, 12-methoxy triptonoterpene, tropesin, 
tucaresol, tulopafant, ubenlmex, ufenamate, ularitide, ursodeoxycholic acid, ursulcholic acid, urobilin, uroporphyrin (I, 
III), vaiacyclovir, valdecoxib, valganciclovir, vedaprofen, vitamin E acid succinate, vitamin E nicotlnate, vofopitant, xan- 
oxic acid, xenbucin, xlmoprofen, zaitoprofen, zidometacin, zileuton, zoliprofen, zomepirac, a-bisabolol, yunaconitlne, 

4S wilforllde A, wilforlide 8, A-176120. A-197574, A-119435, A-205804, A-241548. A-252444.0, A-293507, A-771726, A- 
77951 , ABS-1 03, ABT-281 , ABT-839, AGIX-4207, AGT-1 , AU(-0600, AM-6898A, AM-6927, AM-724, AM-80, AP-1 903, 
APC-2059, APO-501, AR-C73346XX, ARM-434, ATM-027, ATM-027, ATL-2502. BASB024, BASB033, BASB034, 
BAY-1 2-9566, BAY-U-3405, BB-2275, BBIC, BB-2827, BB-76163, BCX-1777, BCX-34, BF-389, BMS-1 84000, BMS- 
188667, BMS-1 93884, BMS-214662. BMS-453, Bio-1211, Bio-1272, BX-471, BXT-61072, CARN-1000, C-220, 

so CBF-BS2, CBP-1 01 1 , CC-1 069, CC-1 088, CC-3052, CDB, CDC-501 , CDC-801 , CDF-571 , CGP-28238. CGS-33090A, 
CHI 621, CK.17, CK-101A. CK-102. CK-103A, CK-112, CK-113, CK-114, CK-115, CK-116, CK-119, CK-120, CK-122, 
CK-111. CK-117, CK-118. CK-121, CK-123. CK-124, CK-125, CK-126, CK-127, CK-128, CK-130. CK-131, CK-132, 
CK-133, CK-134, CK-135, CK-136, CK-137, CK-138, CK-139, CK-140. CK-141, CK-142, CK-143, CK-144, CK-145. 
CK-1 46. CK-147. CK-148, CK-149. CK-150, CK-151 , CK-152, GK-1 53, CK-154. CK-156. CK-160, CK-1 63, GK-CLASP- 

«5 1 , COX-189, CPH-82, CP-123369, CPI-1714, CR-3294, CS-870, CSIMM-1 . CT-12441 . CT-5219, CT.767, CT-767. CT- 
5269, CY-9701, DA-9601, D-1927. D-609. D-9120, DMP777, DPC-789. DU-6712. DUP-897, DX-88, E-5110, E-5531, 
E-5564, E-6080, ER-34122i ERL-080. FK-506. FO-6904. FR-1 67344, FR-1 53657, FR-228352, FTY-720, G009. Gl- 
245402, GL-701 . GPM 046, GPI-61 50, GR-2051 71 . GR-253035, GW-406381 . GW-46881 6, GW-273629, GW-2741 50, 
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HCL-113. HE-2200, HEP-689. HMR-3408A, HS-378. IC-14, 1C-202A. IC-202B. IC-485, ICN-17261 . IM-46068, lR-208, 
IR-208. IR-501. 1SA(TX)247, ISlS-104838. ISIS-13280, ISIS-13989, ISIS-16374, ISIS-17044, ISIS-17470, ISIS-18155. 
ISIS-18669, ISIS-19493. ISIS-2302, ISIS-3082, ISIS-25302, ISIS-27104, IVL-745, J-104132. J-1 13397, J-113863, JJ- 
319, JTE-522, K-1115A, KE-298, KE-74B, KE-758. KF-20444. KME-4. KT-661 , L-1 67307, L-3002. L-685818, L-732531 , 

5 L-733725, L-745337, L-761000, L-766112, L-776967. L-778123. 1-778736, L-784506, L-784512, L-7B8123. L-791456, 
L-818571. LDP-02, LF-173657. LF-160335, LF-160687. LJP-394, UP-712. LK-413, LU-13S252. LY-262691, LY- 
242040, LY-311727, LY-733725, M-40403. MC-1R, MCP-3. MDL-108180, MDL-201112, MK-591 , MK-0663. ML-SOOO, 
ML-3116, ML-3176, ML-3177, MNA-715, MSP-771, MSP-771 , MX-32, MX-58, MX-68, NB(-5788, NMI.377. NS-398, 
OB-101 , 08-186, OM-89, OM-294DP, ONO-NT-126, ONO-4817. ONO-AE-1329, OP-229-648, OP-2000, PCM-4, PD- 

10 067081, PD-098059, PD-159879, PD-56840, PD-980589, PEP-1261. PGE-2946979, PGV-20229. PI)CY-321, PMX 
622. PNU-1 68727, PNU-190192, PP1D-1. PS-508. PTI-601, R-1 15777. R-1 25224, R-1 73262, RAD-001, RO- 
320-1195, RO-32-3555. RPR-130401, RPR-200766A, RS-130830, RS-57607, RVC-688. RVC-589, RVC-593, RVC- 
595, RVC-596, RVC-597, RVC.598. RVC-599, RVC-600, RVC-601 , RWJ-57504, RWJ-67657, RWJ-68354, S-19812, 
S-2474, S-27609, S-33516, SA-6541. SA-9499. SB-202190, SB-203580, SB-203580, SB-206718, SB-209670, SB- 

i5 210313, SB-217242, SB-21 7969, SB-220025, SB-226882, SB-242235, SB-262105, SB-273005. SB-683698. SC-236, 
SC-26196, SC-77537. SC-299, SC-558, SC-560, SC-57461A. SC-67666, SC-58125, SC-58236. SC-58451, SCH- 
21 81 57, SCH-23863, SCH-66336, SCIO-469, SCV-07, SD2-RAD, SDZ MDL-987, SDZ-281 240, SDZ ASM-981 , SEK- 
1005, SH-636, SI-3501 , SIT-115, SKF-105B09, SKF-86002, SP-057, SP-4-1 , SP-600125, SPA-1761 B, SR-31747, SR- 
140333A, SU-101. SU-20, T-614, TAK-044, TAK.603, TAN-2474A. TBP-1 , TBC-3486, TBC-3342, TMC-2A. TMC-2B, 

20 TMC-2C, TMC-95A, TMX-67, TR-9109, TP-10. TRK-530, TS-932. TSL-226, U-19451 A. VK-19911 . VML-295. VRT- 
37742, VX-148, VX-702. VX-740 (HMR-3480), VX-765, VX-944, VX-954. WA-8242B, WF-27082B, WIN-64338, WY- 
14643, Y-39041. WY-48489, Y-700, Z-53, ZD.2315, ZD-6416, ZD-7349, ZD-7349A, ZK-809984, ZK-810000, 1400W 

GROUP 2A: 

25 

[0038] 1 -a-hydroxy-vitamin Dg, 1 7p-estracliol, 22*oxy-calcltrlol, 24,28-methylene-1 -a-hydroxy-vitamln D2, 3-allylfar- 
nesol, 4B4-6-21, 4-hydroxy-tamoxifen, A-176120, A-1 97574. ablraterone, ABT-839, AGIX-4207, AGT-1, alendronic 
add, altrenogest, AP-21946, AP-22188, AP-22408, AP-22409, AP-22650, APC-3328. arglnylglycylaspartic acid, ar- 
zoxifene, avicatonin, bafilomycin A1 , BB-2275, BF-389, BMP-17, BMS-214662, butedronlcacid, calcifediol. calclpotrlol. 

30 calcitonin, calcitriol, celecoxlb, CGP-77675, CHF-3142, CHF-3150, CHF-3316.01, CUK-071, CLIK-164, CLIK-166, 
clodronic acid, clomlfene, colecatclferol, concanamycin A, COX-189*, CP-336156, CP-336156. CP-424391, cystatin 
C, D-609, DCR5, deaminohydroxy-toremifene, deracoxib, desogestrel, DF-1601 A, dienogest, dihydroraloxifene, dihy- 
drotachysterol, 21,25-dlhydroxycholecalcifBrol, doxercalciferol, droloxifene, E2-BP, E-5110, ED-71, elcatonln, EMD- 
84444, enclomifene, ergocalciferol, esomepra/ole, esonarimod, estradiol, etidronic acid, etonogestrel, examorelln, 

35 775B, FA-70D, falecalcltrlol, FC-1 271 , flocalcltrlol, formebolone, FR-1 67356, FR-1 77995, GGTI-21 66, GGTI-298, HEP- 
187, HEP-689, HMR-3339A, HMR-3408A, Ibandronic add, Idoxifene, IGF-I/BPII, IM-46068, Incadronic acid, Inocoter- 
one, ipriflavone, ISIS-1 04838, ISIS-17044, ISIS-27104, KE-298, KE-748, KE-758, KIVIE-4. KW-8232. L-1 67307, L- 
778123, L-788123, lansoprazole, lasofoxifene, lemlnoprazole, levormeloxifene, levoslmendan, lidadronlc acid, lipo- 
somal l8a-13-1, MDL-201000, MDL-201003, MDL-201053, MDL-201112. medronic add, medroxyprogesterone , me- 

40 sabolone, mlnodronic acid, mlproxifene, NDE-1 003, 4-hydroxy-tamoxifen, N-desmethyl-tamoxifen, nerldronic acid, ni- 
tromlfene, NNC-45-0095, nomegestrol, norelgestromin, norethlndrone , noretiiisterone, NPS-2143, NPS-2143, NSL- 
1406, NVP-AAK980, NVP-AAK-980, olpadronic acid, omeprazole, OPG, ORG-30659, ormeloxifene, osaterone, oxid- 
ronic acid, pamidronic acid, panomifene, pantoprazole, PCM-4, PD-098059, PD-098059, PD-980589, PGE-336646, 
pipendoxifene, piridronic add, pllcamycin, pralnacasan, progesterone, promegestone, R-1 15777, rabeprazole, 

45 raloxifene, ranellc add, risedronic acid, RO-26-9228, roxibolone, RPR-130401 , RPR-200765A, RPR-200765A, RWJ- 
67657, RWJ-68354, S-2474, SB-202190, SB-203580, SB-206718. SB-210313, SB-220026, SB-223245, SB-242236, 
SB-242784, SB-242784, SB-265123, SB-267268, SB-273005, SC-56631 , SC-68448, SCH-60663, SCH-66336, SCIO- 
469, SCRC-2941-18, secalclferol, secalciferol, semparatide, SH-636, simendan, SKF-1 05809, SKF-86002, sollmastat, 
SR-31747, SUN-E3001, T-614, TAK-778, TAN-2483A, TBP-1, tamoxifen, tenatoprazole. teriflunomide. teriparatide, 

50 teriparatide, tibolone, tilmacoxib, tiludronic acid, TJN-135, toremlfene, trenbolone, trimegestone, trimgesterone, trl- 
oxifene, TSE-424, valdecoxib, vinigrol, vitamin Di, vitamin Dg, vitamin D3, vitamin D3-1-retlnate, vitamin D4, vitamin 
Dg, vitamin Kg, VK-19911, VX-702, VX-740, VX-745, VX-765, VX-954, WY-47766, XT-238, XT-44, XT-533, XW-630, 
YM-175, zanoterone, ZG-2807A, zindoxifene, zoledronic acid, zuclomlfene 

55 GROUP 3A: 

[0039] ABT-594, ADL-10-0101 , ALX-0646. 5-bromosalicyllc add acetate, acetaminophen, acetylsallcylsalicylacid, 
2-aGetylsallcylamido-4-plcollne. alendronic acid, alfentanll, allmadol, alletorphine, allylprodine, almotriptan, ainlditan, 
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aloxiprin, alphaprodine, alpiropride, ALX*0386. ALX-0646. AM-374, AM-404, aminochlorthenoxazin, aminopropylon, 
aminopyrtne, anandamide, anlleridine, anilopam, antipyrine, antrafenine, apadoline, aprepitant, asimadoline, aspirin, 
avitrlptan, benzydamlne, benzylmorphine, bezitramide, BCH-2963, BiBN-4096BS, botullnum toxin type A, bremazoc- 
Ine, brifentanll, bromadollne, bucetin, buprenorphlne, butacetln. bupivacalne, butlnazoclne, butorplianol, calcium ace- 

5 tylsallcylate, capsavanil, carbamazepine, carblphene, carfentanil, carsalam, chlorthonoxazine, cinchophen, ciprefadol, 
ciprofloxacin, ciramadol, clzotirtine, clodronic acid, cionitazene, clonixerii, cloracetadol, codeine, cogazocine, CP- 
96345, CP-99994, CP-55940. cropropamide, crotethamide, dapitant. deimoplnol, desomorphine, dexoxadrol, dextro- 
moramlde, dexmedetomldine, dezocine, diampromide, dibusadol, didemnin B, difenamizole, dihydrocodelne, dlhydro- 
ergotamine, dihydromorphine, dimenoxadol. dinnepheptadol, dimethylthiambutene, dioxaphetyl, dipipanone, diprpxa- 

^0 dol, dipyrocetyi, dipyrone, divalproex, dotasetron, donitriptan, dotarizine, doxpicomine, E-2078, eletrlptan, emorfazone, 
enadoline, epirizole, eptazocine, epibatidlne, ergocomlne, ergocornlnine, ergocryptlne, ergotamlne, eseridine, esl<et- 
amine, ET-142, ethenzamlde, ethoheptazine, ethoxazene, ethyimethyltliiambutene, ethylmorphine, etodolac, etofena- 
mate, etonitazene, ezlopitant, F-11356, famprldlne, fenoprofen, fentanyl, figopltant, filenadoi, FK-888, floctafenlne, 
flufenamic acid, flumedroxone, f tumexadol, fluoresone, fluoxetine, fluplrtine, fluradollne, flurbiprofen, fonaztne, fosfosal, 

15 fralcefamide, frovatrlptan, gaboxadol, ganaxolone, GI-87084B, glafenine, GR-73632, GR-82334, GR-203040, GV- 
150526, GV-228869, GV-213237, GV-1 96771, GV-21782B. GW419458. hydrocodone, hydroxypethidlne, HU-210, 
ibandronic acid, ibazocine, icatibant, ICI-1 74864, incadronic acid, indomettiacin, Iprazochrome, isoiadol, IS-159, iso- 
methadone, JTE-522, JWH-051, JWH-015, Icetazocine, ketobemidone, ketoprofen, ketorfanoi, ketorfanol, ketorolac, 
L-365260, lanepltant, lappaconltlne, lefetamlne, letimlde, levonantradol, levorphanol, levobuplvacaine, lidadronicacid, 

so llsuride. lofentanil. lomerlzine, lorclnadol, L-732138, 1-758298, L-759633, L-759656, L-759787, L-768242, L-775606, 
LY-235959, LY-274614, LY-303870, LY-334370, LY-344864, LY-334370, IVIBT, MDL-747216, meperidine, meptazinol, 
metacetamol, metazocine, metergotamine, methadone, methotrlmeprazine, methyldihydromorphine, methysergide, 
metkephamid, metoclopramide, metofoline, metopon, mexlletlne, mimbane, minodronic acid, mirfentanll, MK-801 , mo- 
linazone, morphine, moxazocine, MR-2266, IVIT-500, myfadol, myrophine, nabitan, nafoxadol, nalbuphine, nalpitanti- 

25 urn, nalmexone, nantradol, naproxen, naproxol, naratriptan, narceine, nefopam, nefopam, nepadutant, nerbacadol, 
nexerldlne, nicocodlne, nicodlcodine, nicomorphine, nifenazone, nonivamide, norcodeine, norlevorphanol, nomietha- 
done, nomnorphine, norpipanone, NS-398, ocfentanil, OHM3295, oivanil, osanetant, oxapadol, oxetorone, oxitriptan, 
oxycodone, oxymorphone, pamldronic acid, paracetamol, parsalmide, p-bromoacetanllide, PD-1 17302, PD-1 54075, 
pentazocine, perlsoxal, phenacetin, phenadoxone, phenazocine, phenazopyridlne, phenlramidol, phenocoll, phenope- 

30 ridine, picenadol, pidolacetamol, piminodine, pinadoline, pipradimadol, pipramadol, piritramide, pizotyline, PL-01 7, p- 
lactophenetide, PNU-1 09291, pravadoline, pravadoline, prodilidine, prodolic acid, profadol. proheptazine, promedol, 
propacotamol, propiram, propoxyphene, propofol, proxorphan, quadazocine, R-84760, remifentanil, rimazolium, rl- 
monabant, risedronic acid, rizatriptan, ropivacaine. RP-60180, RP-67580, RP-68651, RPR-1 00893, RS-1 27445, S- 
19014, salethamlde, salictn. $ameridine, salverine. saredutant, SB*209509, SB-218842, SB-220453, SB-235863, 

55 SCH-23390, SCH-50971 , SDZ-NKT-343, sergolexole, simetride, SNF-8702, SNF-8814, SNF-8820. SNF-9007. spira- 
doline, SR-140333, SR-141716A, SR-142801, SR-144528, SR-48965, SR-48968, sufentanil, sumacetamol, su- 
matriptan, suprofen, talnetant, tetrandrine, thiambutene, tidembersat, tifluadom, tilidine, tiludronlc acid, tinoridlne, tol- 
padol, tonaberstat, tonazoclne, toplramate, tramadol, trefentanll, triclacetamol, tropoxin, U-50488H, U-62066, U- 
69593, veradoline, veriiopam, vimlnoi, vofopltant. volazoclne. xorphanol, WIN-55212-2. zatosetron, zenazoclne, 

40 zoledronic acid, zolmitriptan. zucapsalcin, ziconotide 

GROUP 4A: 

[0040] i;^ -tocopherol , (;2"tocopherol, a-tocopherol , 6-tocopherol, e-tocopherol, ii-tocopherol, p-tocopherol, y-toco- 
45 pheroi, atizoram, 6-azauridine, 8a-hydroxy-riboflavin, acitretin, adapatene, algestone, y-aminolevulinic acid, amlexan- 
ox, anthralin, azaribine, azelaic acid, APC-2059, ASI\/I-981 , becaplennin, bergaptene, bexarotene, BMS-185411 , BMS- 
297208, bucladesine, butantrone, calcipotriene, cedefingol, chrysarobln. cloteronel, Ciy/ll-392, CP-80633, CPR-1152, 
cycloheximlde, cyproterone, cytoxazone , dapsone, dexamethasone, FR-900520, domoprednate, enazadrem, ER- 
38930. ER-41666. etretinate, FK-506. M-1305, HU1124, hyaluronic acid, hydrocortisone. IR-502, ISIS-12854. ISIS- 
so 18268, L-762943. lactic acid, lexacalcitol, lobophorin A, lonapalene, maxacalcltol, momordin Ic, motretlnide, MRE- 
0094, NAB2, NIP-530, pantoprazole, pauciflorine a . peldeslne, pexiganan, prednisolone, prednisone, pyrogallol, R- 
115866, repifemnin, resorclnol, retinolc acid, riboflavin, riboflavin monophosphate, riboflavin tetrabutyrate, riboflavin 
triacetate, seocalcltol, parlcalcltol, RO-201724, SD2-ASM-981 , saflngol, SB-216764, SB-235699, SB-332235. SCH- 
47112, sulfapyridine, tacaicltol. TAK-427, tazarotene, temarotene. tepoxalln, terblnaflne, tetroquinone, thalidomide, 
55 ticolubant, tloxolone, TP-508, TRK-820, vitamin E acid succinate. VX-497 
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GROUP SA: 

[0041] 4-phenylbutyrate, ablukast, acefylline clotlbrol, acetylcysteine, acltazanolast, acreozast, acrivastlne, adamex- 
Ine, adapalene, adlbendan, alblfylllne, albuterol, alclometasone, allfedrine, allnastlne, alloclamide, almeterol xinafoate, 

5 almitrlne. alprogen , altaplzone, amblcromll, ambroxol, amebucort, amelometasone, amicibone, amiplzone, amlexan- 
ox, amphotericin B, andolast. antazollne. apafant, apaxifyltlne, argatroban, argimesna, arofyitlne, asmanex, 
asobamast, astemlzole, alaqulmast, atlzoram, atreleuton, azatadine, azelastine, baclofen, baicalein, bamaqulmast, 
bambuterol, bamlpine, barmastlne, batebulast, beclometasone, becotlde, beloxamlde, benafentrine. bencisteine, ben- 
properlne, benzonatate, bepafant, bepotastlne. betamethasone, bietanautine, bllastlne, bimoslamose, binlzolast, bl- 

^0 tolterol, bromhexine, bromodlphenhydramine. brompheniramine, brovanexine, broxaterol, budesonlde, bufenadrlne, 
bufrolin, bunaprolast, butamlrate, butaprost, butethamate, butlxocort, cabastine, caffeine, calfactant, calcitrol, camon- 
agrel, caramiphen, carbapenem, carbetapentane, carblnoxamlne, carboclsteine, carebastine, carmantadlne, car- 
tastelne, cefaclor, cefplmlzole, cetlrlzlne, cetoxime, chlophedlanol. chlorcyclizine, chloropyramine, chlorothen, chlo- 
rpheniramine, ciclesonlde, ciclotroplum, cllomllast, cllutazollne, cimaterol, cimetropium, cinalukast, cinnarizlne, cipam- 

is fyliine, ciproquazone, cirazoline, cistlnexine, clemastine, clemlzole, cllmbazole, clobenzepam;, clobenztropine, clob- 
utlnol, clocinizine, cloperastine, clopldogrel, closlramlne, clotlcasone, cloxaceprlde, codeine, codeine N-oxIde, codeine 
phosphate, colteroi, cormetasone, cromakallm, cromoglicate lisetil, cromoglicic acid, cromolyn sodium , cyclexanone, 
cycllramine, cyproheptadine, cysteine, dacemazlne, daclstelne, dacopafant, dalbramtnol, daltroban, dametralast, 
danosteine, dapitant, darodipine, dazmegrel, dazoquinast, decominol, deflazacort, deltibant, dembrexine, denbufylllne, 

20 deptroplne, descarboethoxyloratadine. descinolone, desloratadine, desonide, desoximetasone, dexamethasone, dex- 
amethasone-21 -phosphate, dexbromphenlramlne. dexbudesonlde, dexchlorpheniramine, dexetozoline, dexsecover- 
ine, dextiopronin, dextromethorphan, dibenzonium, difeterol, dihydrocodeine, dihydrocodelnone enol acetate, dimem- 
orfan, dimesna, dimethlndene, dimethoxanate, dlmetorfan, dioxethedrin, diphenhydramine, diphenylpyrallne, dipro- 
teverine, divabuterol, docebenone, domipizone, domitroban, doqualast, dorastlne, doxaminol, doxaprost. doxepin, dox- 

25 ofylline, doxylamine, dropopizine, drotebanoi, duramycin, ebastine, eciazoiast, efletlrizine, eflumast, elziverine, em- 
bramine, emedastlne, enefexine, enazadrem phoshate, enofelast, enoxamast, enprofylllne, ensullzole, epinastlne, 
epinephrine, eprazlnone, erdosteine, esculetin, espatropate, etaceprlde, etanterol, ethylmorphlne, etolotlfen, 
etymemazine, ezlopltant, fenethazine. fenleuton, fenoterol, fenprinast, fexofenadine, figopltant, fllaminast, flerobuterol, 
flezelastine, flixotide, fluazacort, flixoride. flufylline, flumetasone, flunlsolide, fluprofylline, fluproquazone, fluticasone, 

30 fiutropium, fominoben, fomioterol, foropafant, fudostelne. furafylllne, furegrelate. furcate, gamfexine, genleuton, gen- 
Isteln, gllmeplride, guaiactamlne, guaiapate, guaietolln, guaifenesin, guaifylllne, guaimesal, gualsteine, halometasone, 
hexopyrronium, heterocodelne, histamine, histapyrrodine, hydrocodone, ibudllast, hydroxychloroquine, hydroxyzine, 
icatibant, Idaverine, Idenast, ifetroban, ilonidap, imitrodast, Imoxlterol, indanazotine, ipratropium , iproheptlne, iralukast, 
isalsteine, Isamoxole, isbogrel, Isbufylllne, Isoamlnile, isocromil. Isoetharlne. isopromethazlne, isoproterenol, Isothi- 

35 pendyl, israpafant, Itazigrel, ketotlfen. lanepitant. laprafylllne. letostelne, levalbuterol, levcromakalim, levmetamfeta- 
mine. levocabastine, levocetlrizine, levodropropizine, levopropoxyphene, levopropylhexedrlne, levosulplride, lexipa- 
fant, lifarlzine, linazolast, linetastlne, llnotroban. lisofylline. lodoxamlde, lofemizole, lombazole, lomerlzlne, lonapalene, 
loratadine, loxanast. luteolin, mabuterol, mapinastlne, masoprocol, mebhydrolin, mecystelne, medrylamlne, meiqul- 
nast. menthol, meplxanox, mequltamium, mequltazine, meribendan, meropenem, mesne, metaproterenol, metron s, 

40 metaterol. methafurylene, methaphenilene, methapyrilene, methotrexate, methylprednisolone, mexafylllne, midaxifyl- 
line, midazogrei, midestelne, mifentidine, milrinone, mllverlne, minocromll, minopafant, mipitroban. mizolastine, 
mizolastine , mizolastine, modlpafant, mogulstelne, mometasone, mometasone, montelukast, morclofone, morphine 
sulphate, motaplzone, moxaverine, moxifloxacln, moxllubant, nafagrel, naflocort. naminteroi, napactadine, naphazo- 
line, narcelne, nardeterol, nedocromll, neltenexine, nemazollne, nepadutant, neramlnol. nesostelne. nestifylllne, 

4S nicogrelate, nisbuterol, nitraquazone, nivimedone, noberastine, norastemizole, norgestrel , nomiethadone. noscapine. 
nuclomedone, nupafant. nuvenzepine, olopatadine, oipimedone, olprinone, omonasteine, ontazoiast, orphenadrine, 
osanetant, oxabrexine, oxagrelate, oxallnast, oxarbazole, oxatomlde, oxeladin, oxolamlne, oxomemazine, ozagrel., 
pamicogrel, paramethasone, pargeverine, pemirolast, pentoxifylline,, perbufylline, phenindamlne, pheniramlne, 
phenylephrine , phenylpropanolamine, phenyltoloxamine, phenylbutyrate, pholcodlne, piclamllast, picoperlne. picu- 

w mast, picumeterol, pimobendan, pinacldil. pipazethate, pirbuterol, pimnagrel, pirodomast, pirolate, pobilukast, pranlu- 
kast, prednisolone, prednisolone farnesylate, prednisone, prenalteroi, prenlsteine, prenoverlne, prenoxdiazine, pro- 
caterol, promethazine, propentofylUne, proplverlne, proxicromll, pseudoephedrine, pumafentrine, pyrlbenzamine, py- 
rilamine, pyroxamine, pyrrobutamine, quazolast, quifenadine, quiflapon, quillaic acid, quinotolast, racemeth orphan, 
racephedrine, ramatroban, radolmidine, raxofelast, repirinast, resiqutmod, revatropate, revenast, ridogrei, rimiterol, 

55 rilopirox, rimonabant, rispenzeplne, ritolukast, rocastlne, rocepafant, rodverine, roflumilast, rolafagrel, rolipram, rotox- 
amlne, rupatadine, salbutamol, salmeterol, salmeterol xinafoate, salmisteine, samixogrel, saredutant, sarpogrelato, 
satlgrei, scopinast, secoverine, seratrodast, seretide, setlpafant, sevitropium mesilate, siguazodan, siltenzeplne, sin- 
troplum, sivelestat , somantadlne. sophocaiplne , spirofylllne, stacofylllne, stepronln, sudexanox, sulotroban, sulukast, 
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sunagrel, suplatast, tagorizine, tainetant, tasuldine, taurosteine, tazanolast, tazifylline, tazipnnone, teimesteine, 
tematropium , temeiastine, temlverine, tenidap, tepoxalin, terbogrel, terbucromit, terbutaline, tetrazolast, texacromii, 
thenaldlne, theophylline, thonzylamlne, tiacrtlast, tibenelast, tlcolubant, tiflamizole, tilbroquinol, tiliquinol, tinazoiine, 
tlotroplum, tloxamast, tipepldine. tiprlnast, tlxanox, tobramycin , tobuterol, totafentrlne, tolazollne. tolpropannine, tome- 

5 lukast, torbafylline, tranilast, tranilast. traxanox, triamcinolone, triamcinolone acetonlde, trifenagrel, tripolidine, tritoqua- 
llne, troteandomycin, tulobuterol, tulopafant, tyloxaphol, ularitide. uridine 5'-tripho8phate, urushiol, verlulcast, verofyh 
line, vinpocetine, vofopitant, xamoterol, xanoxic acid, zafirlukast, zanamivir, zaprlnast, zardaverine, ziieuton, zilpaterol, 
zindotrine, zlntorol, zipeprol, zolamlne, A-277249, A-64077, A-76745, A-78773, A-78773, A-79175, A-85761 , AA-861 , 
ABT-761. AH-21132, AMG-126737, APC-366, AR-C68397, AR-C89856, AR-D111421, AWD-12-281, AWD.12-343, 

10 AY-0068. BA-679-BR, BAY-1 9-8004, BAY-1 9-9996, BAY-K-8644, BAY-U-3405, BAY-U-9773, BAY-X-1005, BAY-X- 
7195, BAY-X-9773, BBR-2221, BBR-2222, BliC-1996, BIIL-284, BIIX-1. BIO-1211. BI-RM-270, BiRZ-227. BiVI-113, 
BIVI-16.2115, BOIVI-1008, BRL-52974, BPC-15, BW-755C, BWA-78U, BY-217, CDP-840, CDS-90910. CE-2072, CE- 
1037, CGH-2466, CGH-2486, CGP.45715A. CGP-49823. CGP-69669A, CGP-73400, CGS-21680, CGS-25019C, CH- 
13584, CI-1018. CI-1044. CMi-392. CIVIi-977, CP-105696, CP-195494, CP-195543, CP-199330, CP-199331, CP- 

IS 220629, CP-288886, CP-293121 , CP-80633, CP-99994, CPX, CS-560, CS-615, CT-5219, 01-747, DAX, D-22888, D- 
4396, D-4418. D-58. DCF-987. DF-1681, DMP-777, DPC657, E-25. E-3040, EF-40, EPI'-2010. ER-27319, ETH-615, 
F-1322, FK-224, FK-355, FK*888, FPL-55712, FR-1 34043, FR-1 84280, FUB-593, GR-213487, GT-261163X, GW- 
215864, GW-250495, GW-311616A, GW-328267, HI^R-4011, HMR^OIIA, HP-3, ICI-198615. ICI-204219. ICI- 
211965. ICI-D2138. ICI-200355, lDEC-152. IL-4-DM, INS-365, INS-37217, IPL.4088. IPL-576092, IVL-745, J-104129. 

20 K-5993. KAA-276, L-615919. L-648051. L-649923. L-65i392, L-689065, L-658758, L-691816, L-697198, L-699333, 
L-708780, L-733321. L-739010, L-746530. L-743986. L-826141, LAS-31025, LDP-977, LM-1484, LM-1507,NA. LY- 
170680, LY.171883, LY-213024, LY-210073, LY-223982, LY-233469. LY-255283, LY-264086, LY-292728, LY-293111, 
LY-303870, IVIAFP, i\/IDL-105212A, iyiDL-105172A, MDL-108207DA, MEN-10627, iVIEN-11467, MJ-451 , iy/IK-0476, IVIK- 
0591, MK-0679, MK.571 , IVIK-679. MK-886. MKS-492, ML-3000, ML-3176, MOL-294, MPB-07, MPB-07, MRS-1523, 

25 NA-00226A. NA-00226B. NCS-613, NCS-630, NCS-631. NCS-632, NiP-520, NKP-608C. NPC-18915, OC-229-648, 
ONO-LB457, ONO-LB448, ONO-1078. ONO-4057, ONO-5046, ONO-6818, OR-1958, ORG-20241, ORG-30029, PA- 
1806, PF-5901, PF-10042, PNU-142731A. PR-001337, R-1 1 3281 , R-1 33663. R-1 46225, R'840, RK-0202, REV-5901, 
RG-12,525. RG-12525, RO-20-1724. RP-23618, RP-64966, RP^66153. RP-73401 , RPR-1 06541 , RPR-1 06541 , RPR- 
114597, RPR-122818, RPR-132294, RPR-132703, RS-601, RS-635, RU-486. RWJ-2048, RWJ-63556. S-1319, S- 

30 1674, S-2474, SB 683698 , SB-201146, SB-209247, SB-205312. SB-207499, SB-209247. SB-223412. SB-227122, 
SB-244525, SB-332235, S-36496. SC-41930, SC-53228, SC-50605, SC-51146. SC-53228, SCH-205528. SCH- 
217048, SCH-351591, SCH-55700, SCH-60059, SIL-13RA2-FC, SKF-104363. SHF-104493, SKF-106203, SKF- 
94836, SKF-96231, SM-15178, SR-140333, SR-144190, SR-48212, SR-48968, SYN-1390, SYN-1396, T-0767, T- 
2585. TA-270, TAK-661 , TASP-V, TBC-1 269, TBC-3342, TBC-3686. TEi-8362, TEI-9874. TMC-1 20B. TP1 0. ™K-688, 

35 TRK-851 . TR-14531 , TR-9109, U-50488-H, U-62066E, U-875302, V-11294. VB-5122, VML-530. VUF-6087. VUFB- 
19363, VUF-K-8707, VUF-K-8788, WAY-121006, WHI-P180, WHI-P97, Y-27632, YM-38336, YM-44778, YM-49244, 
YIVI-976, ZD.0892. ZD-2138, ZD-4407, ZD-6021 , ZD-8321 , ZiVI-230487, ZM-274773, YM-976 

GROUP 6A: 

40 

[0042] 4-amino-8aiicylic acid, 5-hydroxy-omeprazole, aceglutamide, acetorphan, acetoxoione, aldioxa, alemclnal, 
alizapride, alkofanone, alosetron, amiglumlde, amoxicillin, arbaprostll, asperllcin, azacltidlne, azasetron, azithromycin, 
bemesetron, benexate, benzotrlpt, bergenin, blsfentldlne, bromcresol green, bromcreso! purple, budesonide, buzeplde, 
carbenoxolone, casofekamlde, catechin, cetraxate, cilansetron, cimetidine, cinltapride, cisapride, clarithromycin, dal- 

45 cotidine, darenzepine, darlfenacin, deboxamet, deprostll, devazepide, devazepide, dexloxiglumlde, didanoslne, 
difenoxin, dimeticone, diphenoxylate, dolasetron, donetidine, doemalfate, ebrotidine, ecabapide, ecabapide, ecabet, 
egualen, enprostll, esaprazole, esomeprazofe, etintidine, exisulind, fabesetron, famotidine, famotidine, fedotozine, fen- 
octimln, galdansetron, gefamate, goodyeroside A, granlsetron, Idremcinal, Indisetron, irsogladine, irsogladine, Isotlq- 
uimide, Itasetron, itoprlde, Itriglumide, lafutldine, iagatide , lamlvudine, iamtidine. lansoprazole, tavoltldlne, lemlnopra- 

50 sole, lerlsetron, letrazurile, lidamldine, llntltrlpt, lirexapiide, loperamide, iorgiumide, loxiglumlde, loziiurea, lupitidine, 
lurosetron, mebiqulne, mecladanol, 6-mercaptopurine, mesalamine, mesalazlne, mesaiazine., methylnaltrexone, 
metoclopramide, metronidazole, mexiprostil, mifentidlne, mlrtsetron, mosaprlde, mosaprlde, mosaprlde, nepaprazole, 
niperotidine, nizatidine, nolinium, norcisapride , norclsapride, nuvenzepine, octeotride, olsalazlne, olsalazine, omepra- 
zole, omeprazole sulphone, ondansetron, omoprostii, osutldine, oxmetidine, patonosetron, pantoprazole, phenoi- 

55 phthalein, piboserod, pibutidine, picoprazole, pifamine, pipratecol, plranzepine, pirenzepine, piaunotol, porfimer, 
pranazepide, proglumlde, prucalopride, pumaprazole, rabeprazole, racecadotrii, ramlxotldlne. ramosetron, ranitidine, 
rebamiplde, remiprostoi, renzapride, rlcasetron, ridogrel, rifaximtn, rioprostll, rispenzepine, rofieponide, rosaprostol, 
rotraxate, roxatldine, saviprazole, slltenzeplne, simeticone, sofalcone, somatostatin, sopromidine, spirlprostll, spirog- 
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lumlde, splzofurone, sucralfate, sucrosofate, sufotldlne, sulamserod, sulfasalazine, sullsatin, tarazeplde, tazofelone, 
tegaserod, tegaserod, telenzeplne. telenzepine, tenatoprazole, teprenone, thalidomide, ticaloprlde, timoprazole, tinl- 
dazole, tiotidlne, tizanldlne, tollmldone, tomoglumlde, tranexamic acid, trapencalne, triletide, trlletlde, trimoprostll, trl- 
tlozlne, troplsetron. troxiplde, tuvatldlne, uflprazole, uzarin, venrltidlne, zaldaride, zaitldlne, zatosetron, zolenzeplne, 

5 zolenzeplne. zollmldlne, E-acetamidocaproic acid, 5-ASA-CYS, A-71378, A-71 623, ABT-229, AD-2698. ADL-8-2698, 
APC-2059, AR-R15849, AT-61 , ATL-2602, AU-006, AU-130, AU-224, AU-413, AU-461, BIMU-8. BILN-303-SE, BXT- 
61072, BXT-61108, BY-112. CA-1028, CAM-CAiyi-1028, 1481, CDC-801, CDP-571. CHF-17454, CJ-11974, CI-988, 
CP-212454, CP-1 22721, CR-1 392, CR-1409. CR-1505, CR-2345. CR-2622, CR-2945. CR-2194, DA-3934, DA-6034, 
DA-9601, DA-9601 , DZ-3514, E-3620, EB-3810, EM-574, FK-480, FK-1052. FR-127519, FR-145715, FR-180102, FR- 

10 182024, FR-193879, FR-208419, G-009. GR-205171, GM-611, GS-332, GW-5823. GW-7178, H199. H-335/25. HC- 
62, HC-70II, HC-74, HP-0310, ICM-3, IQM-95333, ISIS-2302, ISIS-14803. ISIS-22023. IT-9302. IY-81149, J-104129, 
J-1 08366, JB-9315, JK-1085, KC-11458, L-364718, L-366260. L-368730. L-368935, L-740093, L-754030, LDP-02, 
LY-206890. LY-219057. LY-246736. LY-3 15635, LY-316108. MK-329, MKC-733, NABl-3700001 , NE-0080. OP-2000, 
OTC SB-300, P371A1, PA53, PD-134308, PD-135158, PD-138450. PD-140548, PTR-3046, Q-33160A. R-116712, 

15 RO-32-6167, RO-48-5695. RP-69758, RP-73870. S-16176, SB-207266, SC-50998, SCH-28080, SCH-33405, 
SD2-HTF-919, SHANVAC-B, SK-896. SK-951. SKK-47029, SKF^96067. SKF-97574. SL-65.0102, SLV-305. SPI-447, 
SR-27897, SR-27897B, SR.58611, T-0632. T-0970, TA-510, TP-1202. TP'680, TR-14035, TS-951, TT'S24, VRT- 
21493, XYZ-033MP, Y-34867, Y-34959. Y.36912, YH-1885, YJA-20379, YJA-20379-5, YJA-20379-8. YM-022. YM- 
114, YM-53389, YNS-15P, Z-338, ZN 0-238 1 , Y-905. YNS-15P, 

20 

GROUP 7A: 

[0043] 17p-estradlol, 1-docosanol, 3-allylfarnesol, 7-nnorpholinomethyltheophylllne, abarellx, acefylllne, acetazola- 
mlde, alfuzosin, alprostadll, altlzide, alverlne, amanozine, ambuside, annikacin, annlloride, amitriptyllne, apomorphine, 

2s arbutin, atoslban, atropine, azosemide, baclofen, bendroflunriethiazide, benzthiazlde, bethanechol, bexlosterlde, bot- 
ulinum toxin A, bumetanlde, butizide, candesartan cllexetll, canrenoic acid, cetrorellx, chloraminophenamide, chlora- 
zanll, chlorothiazide, ciprofloxacin, clenbuterol, cllnafloxacin, clindamycin, clofenamlde, clopamide, clorexolone, cy* 
clopenthiazlde, cyclothlazlde, dantrolene, darifenacin, deacetylmoxisylyte, desacetylsplronolactone, 6p-ldrossl-7a- 
tlometll spironolactone, desipramine, desmopressin, desogestrel, dlcycloverine, dicyclomine, dienestrol, 

30 dihydrotestosterone . disulfamlde, doxazosin, doxepin, doxercalciferol, doxiverin, drospirenone, duloxetine, dutas- 
terlde, eflomlthlne, emepronlum, ephedrine, epitizlde, epierenone, epristeride, estradiol, estriol, ethacrynic acid, ethi- 
azide, ethlnylestradlol, ethoxzolamlde, etonogestrel, etozolin, fenquizone, fesoterodine, fiduxosin, finasteride, flavox- 
ate, flumethlazlde, fluoxetine, flurbiprofen, fosfomycin, furosemlde, ganirelix acetate, gatifloxacin, gestonorone, hyd- 
racarbazlne, hydrochlorothiazide, hydroflumethiazide, hyoscyamlne, hyoscine, imidapril, Imipramine, inaperisone, in- 

35 dapamide, Indometacin, ipratropium, isosorblde, Izonsteride, lanperisone, loperamide, losartan, mannitol, mebeverine, 
mefruslde, mercaptamine, mepartrlcin, mespirenone, mesterolone, methazolamlde, methocalcone, methyclothlazlde, 
methyitestosterone, meticrane, metolazone, midodrine, midodrlne, moxisylyte, muzollmlne, naftopidll, naftopldll, nepa- 
dutant, nifedipine, niguldipine, nitrofurantoin, norethindrone , norfloxacin, nortriptyline, ofloxacin, oleandrin, osanetant, 
osaterone, oxendolone, oxybutynin, oxybutynin, papaverine, paroxetine, perhexillne, phenoxybenzamlne, phen- 

40 tolamine, phenylephrine, phenylpropanolamine, pimagedlne, pinacidll, piretanlde, piretanlde, polythiazide, prasterone, 
prazosin, propantheline, propiverine, prostaglandin E^, prostaglandin Fgd, prostavasin, protheobromine, pseudoephe- 
drlne, quinethazone, resiniferatoxin, roxithromycin, salbutamol, saredutant, sevelamer, sildenafil, sirolimus, suplatast. 
tacrolimus, tacrolimus, talnetant, tamsulosin, teclothiazide, temiverine, terazosin, terbutaline, terodlllne, testosterone, 
theobromine, tiboione, ticrynafen, tolterodlne, torsemide, trans-retlnoic acid, trazodone, tretinoin, triamterene, trichlo- 
rmethlazlde, trimegestone, tripamide, triptorelin, troglltazone, trospium, turosteride, upidosln, vamicamlde , vardenafil, 
vardenafll, xenoxin-1 , xipamlde, yohimbine, A-1 76120, A-1 97574, ABT-232, ABT-839, ABT-B66, ABT-980. AH-9700, 
AIO-8507L, ALnT-4204, ALRT-4326, AZD0947, AZD5106, BAY-38-9456, BMS-214662, BMS-284756/T-3811ME, 
BMS-341400, BMY-7378, CDB-4124, Ohi-MrlA, CL-385004. CS-891 , CV787, DA-8159, DecbSM, DV-1 82, DWH-146e, 
E-4010, E-8010, EIVID-221829, ESR-1150. FK-176, FK-463, FR-119680, FR-149175, FR-229934, GI-198745, GS- 

SO 332, GW-41 9458, GYKI-1 6084. HP-4, HP-7, H Y-770U. 10-351 , IM-46068, ISIS-241 95, J-81 1 , JTP-20993. K-461 01 78, 
K-4610422, KCO-616, KRP-197, KW-3902, KW-7168, L-372662, L-374943, L-757464, L-771688, L-778123, L- 
780945, L-788123, LG-120746, LG-121071. LG-121104. LU25-109. LU-25-109, LU-302872, MEDI-491, MEDI-501, 
MEDI-503, MEDI-504, melanotan II. MEN-10627. MK-826-. MX-6. NC-1800, NK-433, NMI-187, NMI-221 , NMI-678-11 , 
NNC-45-0781. NS-21, NS-49, NS-8. NZ-419. ONO-5816,ONO-8815. OPC-41061, OPC-61803. Org-30659. PNU- 

55 157706. PNU-156765, PNU-156804, PNU-200577. PT-14. R-115777, RCO-36. RCC-36. Rec-1S/2615, Rho-TIA, RO- 
60-0332, RO-70-0004, RPR-1 00579, RPR-1 30401 , RS-1 00329, RSD-992, RU-58642, RWJ-38063-, SB-223412, Sch- 
66336, SGN-00101, SL-5770499, SL-251039, SNA-4606-1, SNAP-5089, SNAP-5399, SNAP-6201, SNAP-6383, 
SNAP-5540, SNAP-6543, SNAP-6552, SNAP.6991 , SNAP-7242, SNAP-7915. SPM-007, SR-1441 90. SR-48968. SR- 
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49059. SR-59026A, T-1032, TA-1790, TA-1790, TAK-637, TSE-424, UK-343664, UK-357903, VIPGC-NO, VLM-688. 
VNA-932, VP-365, WAY-133537, WAY-141608, WAY-151618. YM-31758. YM-32906, YM-38117, YM-58790. YM-905, 
YM-934. Z-15. 2-350, ZD-0947, ZD-6169, MUDE, EDEX, TOPIGLAN, ALPROX-TD, INVICORP 

5 GROUP 8A: 

[0044] p sitosterol, a tocopherol, p tocopherol, y tocopherol, S tocopherol, e tocopherol, tocopherol, a1 sitosterol, 
^1 tocopherol, ^2 tocopherol, a-carotene, p-carotene, y-carotene, 6-carotene, p-citraurin, y-sitosterol, p-sltosterol, a- 
tocopherol, 10-bromopaullone. 10-desacetylbaccatln III, 13-cis-retinoicacld, 16-Methyloxazoiomycin, 17-(Allylamino)- 

10 1 7-demethoxygeldanamycin, 2-(2-amino-3-metoxyphenyl)-chromone, 2,2,5,7,8-pentamethyl-6-hydroxy-chromane, 
2-hydroxychalcone, 2-methoxyestradlol, 3-allylfarne8ol, 3-Amlnopyrldlne-2-cart)Oxaldehyde, 3-deoxysllychristln, 3-hy- 
droxyflavone, 2-phthalimldlno glutaric acid, 3,4-dldehydroretlnolc acid, 3-lndolemethanol, 4*-bromoflavone, 4-amlnoth- 
alidomide, 4-bromothenylguanine, 4-dedlmethylamlnosancycllne, 4-Demethylpenclomedine, 4-hydroxybutirroxyme- 
thyl-retinate, 5,6-dimethylxanthenone'4-acetic acid, 5*-hydroxythalldomide , 5-aza-2-deoxycytidine, 5-azacytidine, 

IS 5-fluorouracil, 5-hydroxytryptophan, 5-methoxytriptamlne, 6-azaurldlne, 6-glngerol , 6-hydroxymethyl-acylfulvene, 
6-mercaptopurlne, 6-shogaol , 6-thioguanlne, 7-Hydroxycoumarin, 7-hydroxystaurosporine, 9-cls retlnoic acid, 9-ami- 
nocamptothecln. 9-amlnocamptothecln, 9-Hydroxycrisamlcin A, 9-nitrobromopaullone, 14-hydroxy-4,14-retroretinol, 
abarellx, acacetin, aceglatone. acetytharpagide, acetyldinallne, acitretin, acrlmarin F, acyfulvene, adefovir, adenine, 
adozelesin, aeruginosamlde, alanine, alanosine, albendazole, aldesleukin, alitretinoin, allantoin, allcis-5,8,11 ,14,17-ei- 

20 cosapentaenolc acid, aliicin, allin, allixin, allopurinol, all-trans retinoic acid, all-trans-4-hydroxyretinol, ali-trans-4-hy- 
droxyretinoic acid, all-trans-4-oxoretinol, all-tran8-4-oxo-retinoic acid, almuheptolide A, alpha-amyrin, alpha-cur- 
cumene, alpha-ilnolenic-acid, alpha-pinene, alpha-terpinene, altretamine, alsterpaullone, altretamlne, amamistatin A, 
amentoflavone, amifostlne, aminoglutethimlde, aminopterin, anguillosporal, ampelopsin, amphldinolide T, amrubicin, 
amsacrine, amygdalln, anastrozole, ancestim, ancitablne, anecortave, anethole, angiopoietins, angiostatin, anhy- 

25 drovinblastine, annamycin, annomuricin D, annopentocins, anserine, anthocyanins, anthocyanostdes, anthranilic acid, 
antimycin A1 , antlmycln A3» antlneoplaston A10, anvirzel, apigenin, apigetrin, apiln, apiole, aplidine, apocyanin (A, B, 
C, D), apomine, arabinogalactan, arbutin, arcyriacyanin A, arginine, arglabin, ariculatin, asinnin, asimicin, asiminocin, 
asmarine B, asperuloslde, astacin, astaxanthin, astragalin, avrainvillamide, axillarin. azacitidine, azafrin, azaserine, 
aztdodideoxyguanosine, baicalein, baptigenina, batimastat, bengamlde, bergapten, beta-alethine, betaine. berberine, 

30 beta-ionone, betulin, bexarotene, bicalutamide, bifendati. biloballde, bilobols, biochanin A, biotin, biricodar, bisantrene, 
blsnaflde, blxin, bizelesin, bohemlne, bomeol, bornyl-acetate, brassicolene, brassinin, brevlcollln, bromelain, bromo- 
taxane, broplrimine, bryostatin 1 , buserelln, busulfan, busurelin, builanin, buthionine, butylidene-phthalide, butyric acid, 
caffeic acid, caffeic acid, caloporoslde, calicheamycin, calusterone, calphostin S, camphene, camphor, camptothecin, 
canavanlnelupeol, canpagin. canstatin, cantharldln. canthaxanthln, canventol, capecltablne, capsaicin, capsanthin, 

35 cartDoplatin. carboxyamidotriazole, cardanols, camiofur. cannustine, carnosic acid, carnosine, camosol, camosollc ac- 
id, carvacrol, carolln (A, B, C), carvone, caryophyllene, caryophyllene-oxide, carzelesin, carzinophilln, carboquone, 
catechin, catechin, ceftiofur, cemadotin, centaurein, cercosporin, cetrorelix, chavicol, chalcones, cherimollne, chlop- 
tosin, chlormadinone. chlorogenic acid, chlorophyll, chloroqulnoxaline sulfonamide, chromocarb. chrysanthemaxan- 
thln, chrysin, chrysoerlol, chlorambucil, chlornaphazlne, chlorozotocin, cichoric acid, cliengitide, cineole. cinnamic acid. 

^0 cipemastat, cirsimarltrin, cirsineol, cis-inochiresinol, cisplatin, citral, citric acid, citrusine, cladribine, clofarabine, cnlcin, 
cnidiiide, cobalamin. combretastatin, combretastatin A4, combretastatin A4 phosphate, conophylline, contortrostatin, 
conyferyi alcol, coporang, cordycepin, cortivazol, cotara, coumarin, coumestrol, crellastatin A, CRM-51005, crocetin, 
cryplophycin, cryptophycin-1, cryptophycln-52, cryptoxanthin (a, p, y. 6). curacin A, cuscenol B, curcumin, cyanidin, 
cyanldin 3 galactoside, cyanidin 3 glucoside, cyanidin 3,6 diglucoside, cyanidin 3-rhamnoglucoside, cyanidin 3-sofor- 

^5 oslde, cyasterone, cycloartenol, cyclophosphamide, cymene, cystemustine, cytarabine, cytotrlenin IV, daidzein, dacar- 
bazlne» daidzin, damnacanthal, daphnezomine G, daphnodorin A, datlscetin, daunorubicln, decitabine. declopramide, 
defosfamide, dehydrodidemnin B, delphlnldin, delphinldln 3,5 diglucoside, delta-3-carene, delta*7-sterols, 5,7-dlchlo- 
roemodin, demecolcine, denileukin diftltox, denopterin, depsipeptide, desmethyleleutherobin, desmopressin, desox- 
yepothilone a, desoxyepothilone B, cis-2'-deoxy-2'-fluoromehtylene-cytidine, dexamethasone, dexonnaplatin. dexra- 

so zoxane, detirelix, diazaphilonic acid, diazlquone, dibromodulcitol , diethylnorspermlne, diethylstilbestrol monophos- 
phate, diflomotecan, dihydroxycalcttriol, dimeftine, dimesna, diosmetin, diosmin, discodemiollde, discorhabdin P. dl- 
phytlins, docetaxel, dolastatin-10, dolastatln-15, dolostatin, doxifluridlne, doxil, doxoaiblcin, dromostanolone. echlna- 
coside, echlnenone, ectelnascidin-757, ecteinascidin-743, edatrexate. edelfosine, edeine, edotreotide, eflornithlne, 
eiacridar, elemene, eleutherobin, elinafide. ellagic acid, emfilennin. emitefur, emtricltabine, emodin, endostatin, enilu- 

ss racll, enloplatin, enocitablne, epicatechin, epigallocatechln. eplgallocatechln-3-'0*gallate, epipachysamine E. eplm- 
bicin, epitiostanol, epothllone (A, 6, C, N*oxide, E, D), eptaplatln. equol, erbstastin, eriodictyol, eruboside-b, esculetin, 
estragole, espelicln, estramustlne, ethanidazole, etoglucid, etoposlde, etoposide phosphate, etretinate, eugenol. eupa- 
torln, eudlstomin H, exatecan, exemestane, exlsulind, fadrozole, falcarindiol, fagopyrin, falnldamol, farnesylthlosallcyllc 
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acid, fenretinlde, ferullc-acid, feruloyl-4-hydroxyclnnamoylmethane, flaluridlne, finrozole, fisetin, flavin-adenlnln-8a-hy- 
droxy-riboflavin, flavlne-adenlne dinucleotide, flavone-8-acetlc acid, flavopiridol, flavoxanthin, floxuridine, fluasterone, 
fludarabine, fludarabine phosphate, fluoropyrimidlne, fiuorouracll, flutamide, fluvirucin B2, folic acid, folinic acid, for- 
mamicin, formostane, formononetin, fosfestrol, fraxinol, fucoxanthin. fulvestrant, fumaglllol, fumaglilol chloroacetylcar- 
bamate, fustin. galangin, galarubicin, gallic acid, gailocatechin, galocitabine, gamma-terplnene, ganirellx, gardenin (A, 
B, C. D, E), geldanamycin, gemcltablne, gemfibrozil, genistein, genlstein-7-phosphate, genistin, genkwanln, geldan- 
amycin, gentlsic acid, geraniol, gimeracil, goniodonin, ginkgollde A, ginkgolide B, glufosfamlde, glutathione, gluteth- 
imide, glucose, 1 -glucosamine , 2-glucosamine , 6-glucosamine, 2-galattosamlne, 1 -fructosamine, 2-fnjctosamine, gly- 
ceoilin, glyceollin-ll, glycine, glycltein, glycitin, gnidimacrin, goserelln, gossypol, griseollc acid, hallmide, harmlne, har- 
maline, harmaiol, harman, halofuginone, heliqulnomycin, herbimycin A. hemlasterlln, hepaxanthin, hesperetin, hespe- 
ridin, heteroxylan. hexestrol, hispiduiin, histamine, histidlnol, homohan-ingtonine, hycamtin, hypericin, 7,7'-dichlorohy- 
perlcln, hydrocaffeic acid, a-hydroxyfamesylphosphonlc acid, hydroxymethylacylfulvene, hydroxyurea, 5-hydroxyno- 
racronycine, hycamtin, hyperin, hyperoside, hypocrellln (A, B), hispidospemnidine, human endostatin 6-49, idarubicin, 
llatreotide, ilomastat, imatlnib, imexon, Imldacrlne, Improsulfan, Indanocine, indirubln, indole-3-acetic-acid, inosine, 
inositol, intoplicine. ipriflavone, iproplatln, irlgenln, Irlnotecan, irisqulnone, Irofulven, iseganan, isatohbine, isochloro- 
genie acid, isoeugenol, isofraxidin, Isoliquiritogenln. isoplmplnellin isoquercetin, isoquercitrin, Isorhamnetin, isorosma- 
nol, isovitexin, iturelix. justlcldin A, kaempferol, Kahalalide F, karenitecin, ketotrexate, krestin, kynurenic acid, kushenol 
(B, H, E, K, N, M), kuranlnone, kosamol A, kurarldin, lablatic-acld, lactacystln, ladlrublcin, lapachol, lavendustin, I- 
carnoslne, ledoxantrone, lentlnan, leridistim, letrozole, leucocyanidin, leucotropin. leucovorin, leuprolide, leuprorelin, 
leurublcin, liarozole, llcocoumarone. licoflavanone, llcochalcone A. Ilgnln. limonene, linalol, linarin. linoleic-acid, liquir- 
itigenin, llsofylline, lobaplatin, lobradlmll. lometrexol, lonidamine, losoxantrone, lumlnacin D, lupeol, lurtotecan, lutein, 
luteolin, luteolin-7-glucoside, luzlndole, lycopene, lycobetaine, lycophyll, lycoxanthin, macrocarpin A, malvldine 3 gly- 
coside, malvldine 3,5 dlglucoslde, mammastatin, mannomustlne, marlmastat, masllnlc-acid, maspin, mechlorethamlne. 
megestrol, melatonin, metengestrol, melphalan, menadiol, menogaril, menthone, mepitiostane, mesna, meshlma-ex, 
methotrexate, 1-methoxyagroclavlne, 3-methoxyquercetin. mlboplatin, midostaurln. mifepristone, mlgrastatln, miltefo- 
sine, mirostipen, mispyric acid, mitalactol, mitobronltol, mitoguazone, mltolactol, mitomycin C, mltotane, mitoxantrone, 
mivobulin. mofarotene, mopidamol, morin. motretinide, myo-lnosltol, myrcene ,myroridin K, myrlcetin, myristicin, 
1 4-methylpentadecanolc acid, 1 6.methyllinolelc acid methyl ester, N-(2 hydroxyethyl)-ret(namide. N-(2 hydroxyphenyl)- 
retinamide, N-(2-carboxyphenyl)retinamide, N-(4-cart)oxyphenyl)-retinamide, N-(4-carboxyphenyl)-retinamide, 
N-(ethyl)retinamide, N-(4-etoxycarbonylphenyi)-retinamide, N-(4-hydroxyphenyl)-retinamide, N-(4-hydroxyphenyl)- 
retinamlde-O-glucoronlde, naamldine A, N-acetyl-5-hydroxytriptamlne, naringenin, naringin, nedaplatin, nemorublcin, 
neohesperidin, neplanocin A, neparensinoi B, nepetrin, N-hydroxymethyl-thalidomide, nicardipine, N-hydroxyphthalim- 
ide, nicotinamide, nilutamide, nimustine, nitracrlne, nobiletin, nolatrexed, nonataxel, nordihydroguaiaretic acid, noscap- 
ine. novembicin, O-6-benzylguanine, octreotide, oleanollc-acid, oliverine, olomoucine, oltlpraz, onapristone, oncocidln 
A1, oprelvekin, orlentin, ormaplatin, orotic acid, oroxylin, oteracil, oxaliplatin, oxostephanlne, ozogamicin, paclitaxel, 
pachystaudine, pancratlstatin phosphate, paeciloquinone A, pantothenic acid, pantothenic acid, p-coumaric acid, pave- 
tannin B1, p-cymene, panorex, pectollnarigenin. pelargonidin, pelargonldin 3 glycoside , pelargonldin 3,5 diglycoslde, 
peloruside a, peltatlns, pemetrexed, Penicillamine, Pentacea, pentamidine, pentetreotide, pentostatin, peonldin, per- 
Ifosine, perlllyl alcohol, petunldin, phenamet, phenesterlne, phenylahlstin, phenylbutyrate, phloretin, phloroglycinol, 
phosphatidyl-choline, phthalascidin, p-hydroxybenzolc-acld, phytlc-acid, pibrozelesin, piclbanil, piceatannol, plfithrin- 
A, pinitol, piramblcin, piritrexim, plronetin, piroxantrone, podophyllinjcacid, podophyllotoxin. porfimer, pratensein, pred- 
nlmustlne, prinomastat, proanthocyanidins, probenecid, procarbazine, progenlpoletin G, propionic acid, protocatechuic 
acid, prunetin, prunellln, psoralen, pteropterin, purpyrogallin, pyrazoloacrldlne , pyrldoxine. pyrlsulfoxin a, pyroxamide, 
Q-12713, quercetagetin, quercetln, quercetin -0-p-D-galactoside. quercetin-3-galactoside, qyercetln-3-rhamnoglyco- 
side. querclmerltrin, quercitrin, raltitrexed, ranimustine, ranpimase, razoxane, radicicol, rebeccamycin, reblastatin, repi- 
fermln, resveratrol, retinal, retinilhydroxymethylether, retinol, rhamnetin, rhodomycin, riboflavin, riboflavin monophos- 
phate, riboflavin tetrabutyrate , riboflavin triacetate, rhinacanthin (C, D), roblnetin, robinln, rohltuklne, roquinlmex, ros- 
marinicacld, roscovltine, rosmadlal, rosmanol, rosmaridiphenol, rosmarinic acid, rosmariquinone, rubitecan , rublxan- 
thin, rutin, saflngol, safrole, sakuranetln, salicylic-acid saponin, sallcyllhalamlde A, sangulnarine, s-allyl-l-cysteine, sa- 
ponaretln, saponins , sarcodictyin A, sarcophytol A, sardomozlde, sargramostlm, Saskatchewan, satraplatin, scoparin, 
scopoletin, scopafungin, scutellarein, schlzophyllan, scytonemin, sebriplatin, secobatzelline A, sedoxantrone, seleno- 
cysteine, selenomethionine, sensamide, serotonin, shemnilamlne D, sigmastanol, sllandrin, silybin, sllychrlstin, slly- 
dlanin, silymarin, sllymonin, sinapic acid, sitosterol, sizofiran, sobuzoxane, soblldotin, solasodlne, sollmastat, soma- 
tostatin, sophoricoslde, sophorafiavone G, spiroplatin, sparf osic acid, splsylosine, sponglstatin, splnencln, squalamine, 
p-tethymustlne, staurosporine, stigmasterol, streptonlgrln, streptothrlcin B, streptozocln, suberanllohydroxamic acid, 
sulfuretin , sulidac solfone, supidlmlde, suradista, suramin, syrlngaldehyde, syrlngic acid, taglutimlde, talaporfin, tal- 
wanhomoflavone A, tamandarin A, tannic acid, tannin, tanomastat, tasonermin, taurine, taurolldlne, tautomycin, taxi- 
folln, taxol, tazarotene, tecogalan, tectorlgenin, tegafur. teloxantrone. temozolomlde, tengeretln, teniposlde, tenuazonic 
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acid. t6ipinen-4-ol, tesmilifene, testolactone. tetrahydrocortisol, tetramethylpyrazlne, tetrandrine, tetrocarcin A, tezac- 
Itabine, thalidomide, theaflavin. theaftavine, thieiavin B. thiamine, thiamlprine, thionlne, thyraiferyl 23'acetate, thioctic 
acid, thioguanine, thymalfasin, thymol , tipifamib, tlazofurin, timcodar, tirapazamlne, tirazone, tlrllazad, tocladesine, 
tocol, tonl<inecln, tokaramlde A, tomudex, topostatin, topotecan, torularhodin, trans ferullc acid, trapoxin b. triazlquone, 

5 tributyrln, trichostatin (A, B, C, D), tridolgosir, triethylenemelamine, trigonelline , triiostane, trimetrexate, trimidox, trip- 
torelin, triptofordln C2, trolox C, troponin I, troxacitabine, troxerutin, trunkamide A, tryptamlne, tryptophan, tubercldin, 
tubulysin A, tumerone, tumstatln, tyrphostin, ubenimex, umbelliferone, uncarinic acid A, uracil mustard, urethan, ursolic 
acid, valerelnic acid , valeric acid, valmblcin, valspodar, vanillic acid, vanillin, vapreotide, vatalanib, verapamil, verte- 
porfin, vesnarinone, vinblastine, vincristine, vindesine, vinfiunine, vinorelbine, violaxanthin, vitamin a2, vitamin E acid 

10 succinate, vitexin , vitlievuamide. virulizin. vorozole. wogonin, xanthophyll, xanthotoxin, xanthotoxol. xenomin 1 . zaco- 
pride, zaicltabine, zeaxanthin, zenlplatin, ziconotlde. zlngerone, zinglbain , zinostatin, zorubicin, 506U78. 5F-203, 
6-MCDF. 6-iVIPG, 776C85, A-007, A-105972, A-176120. A-125800. A-177430, A-177775, A'197574, A-198401, A- 
228839, A-316023, ABT-SIB, ABT-627, ABT-839. AC-7700, AC-9301, ACRP30R2, AD-198, AE-941, AG-99, AG- 
12275, AG-12286, AG-128B, AG-1478, AG-IB. AG-2034, AG-2037, AG-3340, AG-3433. AG-494, AG-555, AG-7352, 

'5 AG-825, AG-879, AGN-19016B, AGN-193109, AGM-1883, AGR-129, AH-12, AH-27. AH-30, AH-7, AL-245, AL-6, AM- 
580, AMD-473, AMD-3100. AiVIP-404. AN-207. AN-238, APC-8015, APC-8024, AR54-, AR5LAC20. ARH460-23, 
AS5-2H, AT-5015, AVi-4126, AZD-3409, AZD-6474, B-317, B-429, B-581. B-966, B-1086, BAL-9602, BAM-002, BAY- 
12-9166, BAY-1 2-9566, BAY-38-3441, BAY-43-9006, BB-1277, BB-21295, BB-67357, BB-76163. BB-2516, BB-3644, 
BB-94. BBL22, BBR-2778, BBR-3438, BBR-3464, BBR-3576. BBR-3610, BE-41956A. BE-43547A1 , BE-45985X, BE- 

20 54238A, BE-55051, BE-56384. BE-56980. BE-60828. BE-67251. BEC2. BGP-15, BIBH-1. BIBX-1382, BIM-46068, 
BIWA4, BLP-25, BLS-0597, B1\/ID-188, BMP-6. BIViS-27291. BMS-181174. BI\^S-1 82751, BMS-1 84476, BI\/IS-1 84477, 
BMS-1 86511. BMS-1 88797, BMS.200659, BMS-214662, BIVIS-247550, BMS-247615, BlVIS-24761 6, BMS-265246, 
BMS-275291 , BN-80245. BN-80915, BN-80927, BNP-1100, BIViP-1350, BNP-7787. BP-04, BP-1, BPHA, BR-630, 
BSU-1076, BSU-9057, BZA-2B, BZA-5B, C-1027, C-1311, C-75, CB-98. CB-300907. CB-300919, CB-30865. CB- 

25 7646, CC-3052, CG-4047, GC-5013, GC-7085, CCI-779, CD-1699. CD-437, CD-2314, CDC-501, CDC-801, CEP- 
2563, GEP-701, CGP-41251. GGP-48664, CGP-52608, CGP-74514, CGP-79787, CGP-79807, CGS20267, CGS- 
24592, CGS-27023A, CHAP-31 , CHAP-81 , CHS-828. CHT'22, CI-1006. CI-1021 , CI-1027, 01-1031 , CI-1033, CI-1 042, 
CI-958, GI-980, CI-994. CJ-11974. GKD-602. CKD-731, CL-387785. CM101. CM-101, CMA-676. CMB401, CN-706, 
CN-787. COL-3, CP-1, GP-248, GP-263114, CP-358744. CP-358774, CP-461 , CP-609754. CPC^05, CPD-5, CPR- 

30 2003, CPR-2005, CPR-3005. GPT-111 , GRL-1005, GRL-B246, CRL-8256, CRIVI-SIOOS, GRM-646-A. CSA. CS-682. 
CT.052923, CT-17, GT-2103, CT.2584, CT-2584, CTP-37, CV706, CV-787, CWJ-A-S, CYA-246, CYS-3-AMBA-Met, 
D-2163, D-24241, D-24851, D-609, DAB389IL-7, DB-67. DB-81. DC-TA-46, DDE-131 , DDE-261, DDE-313, DDE-380, 
DE-310, DJS-811, D0X-GA3. DP-242/3-, DP-71, DR-70, DT388-GM-CSF, DTI-015, DTPA-BRE-3, DW-2143, DW- 
2282. DX-8951 F, DZ-3358. E21 R, E-350, E-3620, E6-BP, E-7070, E-7869, EB-1 089, ED-601 . EDP-137. EG009. EKB- 

35 569, ELF3, EM-12, EIVI-800. EMD-1211974, EG-9, EPO-906, ERA-923. ER-34617. ER-35794. ER-38925. ER-68203, 
ER-68203-00, ERA-923, ES-936, ET-743. ETM-775, F-11782. FB-642. FC-2.15. FCE-28948. FCE-29381. FCE-29771. 
FD-594, FDUMP, FDU-NOAC, FE-200486. FE-200486., FE-399, FJ-6002, FK317. FPP-33, FR-143430, FR-182877, 
FR-1 86054, FR-901228, FRI-20, FT-ALZ. FTI-2148. FTi-2153. 1=71-276. FTI-277. FY21^AA09, GI-1 98745. G-207, G- 
3139. GBC-590. GF-12091 8, GD0039, GEIVI-231 . GEX1Q5, GF-1 09203X, GFB-111 . GFMO-1 , GGTI-2ie6, GGTI-298. 

40 GI-1 29471 . GL-331 . GLI-328, GiVI2-KLH/QS-21 , GM-95, GIVIK. GnRH-lll. GPI-01 00, GR-891 . GR-1 281 07. GR-1 35533. 
GRN-5384, GSDI-126, GTI-2040, GTI-2501, GTX-006, GV-1301, GVH-313, GW-1843, GW-2059. GW-395058, GW- 
6181. GW572016, GW-8510, GW-9499, GW-974, H-10, HA-1, HA-14.1. HI-368. HPKCI, HSCS-1 , HSPE-7, HSPPC- 
96, HWL-12, HX-600, HYB-0432, HYB-165i IB-367, IIK7, IB-96212. ICI-1 64384, ICI-245991, IDEC-Y2B8, iDN-5005, 
IDN-5109, ILX23-7553, ILX-295501, lLX-651, IM-46068. IIVI862, IMG-C225. INGN-201. INGN-241, INGN-251. INX- 

45 3001 , INX-3280. INXC-6295, IRX-2, ISIS-10639, ISlS-12539, ISIS-12884, ISIS-14864, ISIS-15999, ISIS-16009, ISIS- 
16518. ISIS-16601. ISIS-16609. ISIS-16834, ISIS-17509, ISIS-19387. ISIS-20772. ISiS-21028, ISIS-22783, ISIS- 
23722, ISIS-23905, ISIS-2503, ISIS-25513, ISIS-27067, ISIS-28313, ISIS-28949, ISIS-3521. ISIS-4189, ISIS-6132, 
ISIS-5132, ISIS-7597, J-104134, J-1 04871 , J-1 07088, J-109404, JBT-3002, JF-05-59, JK-1624S02, JKC-362, JM- 
216, JIVIV-1802. JTE-522, K-135. K.252a. K-22387, KAN-1 08308, KAN-104141. KF-22678, KF-25706, KF-41399, KF- 

so 58333. KHPC-1 0, KI-6783. KM-043, KNK-437, KOCH-5, KR-30035, KRN-5600. KRN-7000, KRN-8602. KS-505a. KT- 
5720, KT-6149, KT-6352, KW-2170, L-377202. L-39. L-452958, L-651582, L-731734, L-731735. L-739749, L-739750, 
L-744832, L-745631 , L-778123, L-779450, L-779575, 1-783277, LB-42908, LCS-640, LDl-200, LDP-341 , LFM-A12. 
LFM-A13, LG-1 20744, LG-1 20753, LG-190119, LGD-1069, LGD-1550, LM-4108, LlVIB-2, Liy/IB-7. LMS-83177, L-ND- 
DP, LU-1 03793. LU-223651, LY-231514, LY-294002, LY-309887, LY-320236. LY-329146. LY-333531. LY-336979. LY- 

55 355703, MAG-283. MCC, MC-1473, MDL-101731, MDL-101986, MDL-73811, MDL-73811. MDX-11. MDX-210. MDX- 
220, I^DX-447, MDX-H210, MEDI-503, MEDI-507, MEDI-517, MEN-10710, MEN-11066. MEN-11951 , MER-1020DA. 
MER-WF1726. MG-132, MG98. MGI-114, IVIGV, iVIlBG, MK-4, MK571 . MK-869, MK-886. iy/IKT-077, IVII-1544. MI-1892, 
IVIM-36, MMI-270, MPC-7869. M-PGA. MPI-5020. MPV-2213AD, MR-20492, MS-209. MS-247, MS-27-275, WIS-275, 
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MS-325, MSI-1857, MTP-PE. MUP-98176, MV9411 , IVIX6. MT965-A. MT965-B, N276-15, NA-22598B1, NAMI-A. NB- 
506, NB-1011, NBI-3001, NC100150. NCA-0424, NCO-700, NF-062, NF-06307, NG-60, NK-611, NIK-260, NHTS, 
NLCQ-1, NM-3, NS-398. NSC-314622, NSC-330507. NSC-354258, NSC-61 4491 , NSC-6 14491 , NSC-649488, NSC- 
655649, NSC.658875, NSC-674495, NSC-676632, NSC-67851S, NSC-686288. NSC-693569, NSC.693632. NSC- 

5 7103505, NSC-D699127. NU/ICRF-505, NU:UB-31 . NU:UB-73, NU-2058. NU-3076, NU-3121 , NV1020, NX-1838, NX- 
211 . OC-1 012, OC-1 44-093, ODN-2009, ODN-698, ODN-83, OGT-719, ON-5543, ONO-4007, ONO-8711 , ONYX-015, 
ONYX-838.OPB-3206. ORI-1313, OSN774, P-4055, PADP, PAM4, PAK-104, PAK-104P, PD-089828, PD-1 45709, PD- 
0174073, PD-0183812, PD-090560, PD-098059, PD^I 28763, PD-1 53035, PD-1 58780, PD-1 60678, PD-1 66285, PD- 
166866, PD-1 68393, PD-1 73074, PD-1 73955. PD-1 73956, PD-1 80970, PD-1 83806, PD-1 84352. PI-88, PI-CA91, 

10 PKC-412, PKI-166, PLQ-22, PNU 145156E, PNU-144113. PNU 153429. PNU-157914, PNU-157977, PNU-159S48. 
PNU-166196, PNU-1 77496, PP-33, PR-39, PR-69, PRO-533, PS-341, PS-724, PS-990, PSC-833, PSP-94, PT-523, 
PT-624. PTK-787, PX12. P-X-1544, Q-85, QM16-A, QS-21 , QW-1624F2-2, R-101933. R-1 09339, R1 15777, R-1 16010, 
R123942, RB94, RK-0202, RL-0903, RMP-7, RO-09-4889, RO-25-4020, RO-25-6760, RO-25-9716, RO-28-2653, RO- 
31-7463, RO-31-7453, RO-41-5253, RO-50-4258, RO-65-7674, RP-527, RPR-108518, RPR-108514A. RPR-1 09881, 

IS RPR-1 15781 . RPR-116258A, RPR-1 30401. RSR13. S-1127. S-1 6020-2. S179D-PRL. S-20928, S-20929, S-23906-1 , 
S-30372, S-30972-1 , S-3304, S-8184. S-836, SAHA. SAM-484, SB 249553. SB-203580, SB-209763. SB-238039, SB- 
247464, SB-251353, SB-408075, SB 596168, SBAS2, SBR-11-2897, SBR-11-3702, SBR^170-, SB-RA-131012, SB-T- 
1213, SB-T-1250, 58-1-101187, SC-1. SC-68448, SC-72116, SC-AAD9, SCH-207758. SCH-56396, SCH-58500. 
SCH-66336, SCHL-706. SD-7, SGM01, SGN-10, SGN-15, SH-207, SJG-136, SL11047, SL-11093, SN-38, SMT-487, 

20 SN-38. SNF-4435C,SQ-67464, SP-1053C. SPC8490. SPD-424. SPIKET-P, SR 2789. SR 27897, SR-271425, SR- 
271425-, SR29142, SR-29142. SR-45023A, SR-4895. SR-49059, SRL-172, SS-555, ST-1481, STA-BX909, STI-412, 
STI-481 . STI.571. SU-0879, SU-101 , SU-1433, SU-1498, SU4312. SU-4793, SU-4942, SU-4984, SU-5204, SU-5212. 
SU-5402, SU-5406, SU-5416, SU-5477. SU-SSU. SU-6668, SU-9516, SU-9902. SW-163E, T12, T-138067, T-2591. 
T-3782, T-607. T^64, T-67. T-900607, T-904064. T-98475. TA-251 6, TA-2620-. TAS-1 03, TAS1 08, TER-1 1 7. TER-1 99, 

S5 TER-2e6, TG-1 031. TlP-1 9.40, TJN-151 , TLC-144. TLC-D*99. TLC^ELL-12. TLK^199, TLK286, TMC-169, TMC-96, 
TNP-470, TOP-53, TRK-71 0, TTNPB, TT-2. TT'232, TX-1123. TX-1920. TXD^258, TZT-1027, U-0126, UCN-01 , UCS- 
1025A-, UCT.1072M1, V-93, VGA1102, VLTS-587, VN/85=1. VN/87-1, VNP-20009, VNP40101M, VP-16, VUF-5000, 
VUF-5434, VX-710, VX-853, WAY-170523, WHI-D11, WHI-D12. WHI-P154, WHI^P273. WIN-61651 , WMC-26. WP- 
631 . WP-745, WP-769. WR-1065, WT-1 26-34. WX-293T, XK-469. XR-11576. XR-3054. XR5000, XR-5944, XR-9576, 

30 YH-137, YH-138, YM294, YM511 . YjVI529. YMB-6H9, ZD-0473, ZD-1626, ZD-1839. ZD-2767. ZD-4190. ZD-6126, ZD- 
6474, ZD.9063P. ZD-9331, ZK-119010, ZK-112993, ZK-191703, ZK-222584. ZK-229561, ZK-230211, ZM-446526, 
ZNPCF64, IRESSA, NEOQUIN 

F Is preferably chosen among the following 8 groups of molecules (from 1 B to SB) which are identified by their 
35 own structural formula or by their own INN ("International Nonproprietary Name" from "World Health Organization" 
database) or by their own company code or by their own chemical name. 

GROUP IB: 

40 [0045] ABT-963, a-tocopherol, 8a-hydroxy-riboflavin, aceclofenac, acemetacin, actarit, alclofenac, alclometasone, 
AGIX-4207, ajulemic acid (EL), amebucort. amelometasone, amiprliose, amplroxicam, amtolmetin guacil, anakinra, 
anirolac, anisperlmus, aprepitant, aspirin (ECi), AR-G73346XX (ECX), ataquimast (ECLX). atlprimod, atlzoram, atre- 
ieuton, balsalazide (ECXVIil), bendazac, benorylate, benoxaprofen, benzydamine (ELX), bermoprofen, beclometha- 
sone, betamethasone, betamethasone acibutate, bindarit, brequinar, BF-389 (EXLVIII), bromfenac, buclllamlne, bud- 

45 llamine, budesonlde, bufexamac, bumadizone, butixocort, GB-2431, GC-1069, CC-1088, CEP-1347. celecoxib (El) 
and 2 metabolites of It ((Ell), (Elll)), chenodeoxycholic acid, chioroquine, ciclesonide, cinaproxen, cinmetacin, ciidanac, 
clobuzarlt, clofenamic acid, CGS-33090A, CiJC-0921 , CLX-120500, CK-1 35, COX-1 89, CS-502. clotlcasone, CR-3558, 
cridanlmod, cyclosporin A, darbufelone (EXLV), deflazacort, dehydrocholic acid, deltlbant, deracoxib (EXIII), descl- 
noione, desonide, dexamethasone (EGXC), dexketoprofen, dexamethasone acefurate, dexamethasone-21-phos- 

50 phate, dexbudesonide, dexpemedolac, dextlopronln, diacerein, diclofenac (ECXIII), diflunisal, dipyrone, DPC-333, 
droxicam, eriotinib, esonarimod (XXXIV), etodolac (ECXVI), etofenamate, etoricoxib (EXI), E-5110 (EXLVI), 
everollmus, ezlopltant, famprldlne (ELXI), feibinac, fenbufen, fenleuton, fentiazac, figopltant, flavine-adenlne dinucle- 
otlde, flobufen (ECXVII), flosullde (EXXII), fluazacort, flufenamic acid, flunisolide, flurbiprofen (ECiV). fluticasone, fluo- 
cortln, FR-228352 (EVI), FTY-720 (ECL), ganaxolone, glucosamine (EXXX), ginkgoiide B, GR-205171, QW-4459. 

55 halometasone, hydroxychloroquine, hydrocortisone (ECVIII), hyperin, Ibufenac, ibuprofen (EGXIV), icatibant. ilonldap, 
Indometacin (EClX), Indoprofen, ISIS-1 04838, Isoxicam, ketoprofen (ECXIl), ketorolac (EXG), KME-4 (EXLVII), KE- 
758 (EXXXV), KE-748 (EXXXVI), LL-Z-1 640-2, laquinlmod, lanepitant, leflunomlde (EXXV), limazocic. lobenzarit, L- 
745337 (EXX). iornoxicam. loteprednol, J-11 3863 (ELXXX), meclofenamic acid, mesalazine (ECU), meloxicam (ECXV), 
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methotrexate (ECC), 6-methoxy-2-naphthylacetlc acid (ELXIV). mofetil, ML-3000 (EVIII), mizoriblne, mivotilate, mot- 
ezolac, mometaeone, moxilubant, mycophenolate mofetil (EXXVII I), mycophenolic acid (EXXIX), MX-68 (EC), nabume- 
tone, naflocort, naproxen (ECV), N-de8methylbenzydamine(ELXIil). nepadutant, nepafenac, nifiumicacid, nimesulide 
(EXV), NS-398 (EXXXIII), olsalazlne, oxaprozln, oxolamlne, oxisopred, paracetamol (ECVI), paramethasone, parecox- 
ib (ElV), pemedolac, penicillamine, pentostatin, pimecrolimus, plroxicam, PNU-156804, pralnacasan (EXXXVII), pras- 
terone (ECLXll). prifelone. prednisone, prednisolone (ECVII), prednazoline (ECCI), propacetamol, proglumetacin, 
quercetin. remlnertant, reeiquimod, rhein, riboflavin, riboflavin monophosphate, riboflavin tetrabutyrate, riboflavin tria- 
cetate, ridogrei (ECXL), rimonabant, rofecoxib (EIX), romazartt, rofieponlde, roquinlmex (ECLXI). RWJ-67657, RWJ- 
68354. salicylic acid (ECXCI). S-19812 (ECXXX), SB-202190, SB-203580, SB-220025. SCIO-469. sinomenine, 
sirolimus, sivelestat. solimastat, SP-600125, spiradolene, sulfasalazine, S-2474 (EXXVII). SU-5271 (ELXII), sullndac 
(ECXi), suprofen, suxibuzone, tacrolimus, talnetant, tanomastat, tauroseichotic acid, tazofelone, tazadolene. te* 
bufeione (ECXXXt), tenldap (ECltl), tenoxicam, tepoxalln (EVil), teriflunomide (EXXIV), thalidomide, tiaramide, ticoi- 
ubant, tifurac, tilmacoxib (ElV), tllnoprofen arbamel, tlopronin, tomoxiprole, tolfenamic acid, tresperimus, T-614 (EXXI), 
TBC-1269, TSL-225, TTL<3. triamcinolone, triptolide, ursulcholic acid, UR-8813. ursodiol (ELXV) (EgXIl), valdecoxlb 
(EV), vofopltant, VX-746, WHI-P131 (ECLI), Y-39041 , zlleuton (ECXX), zomepirac. (EX), (EXIl), (EXVI). (EXVII) (EXVI- 
II). (EXIX). (EXXi-b), (EXXXI), (EXXXil), (EXXXIII), (ELXX), (EXXXVIil), (EXXXIX), (EXL),(EXLI), (EXLII) (ECLXIII). 
(ECLXX) (ECLXXI), (ECLXXII), (ECLXXX). (ECLXXXI). (ECLXXXII), (ECLXXXIII), (ECLXXXIV), (ECLXXXV). 
(ECLXXXVI) 




(Egl) (Egll) (Eglll) 




(EglV) (EgV) (EgVI) 



29 



EP 1 336 602 A1 




30 



EP 1336 602 A1 




EP1 336602A1 




(EXVIII) (EXIX) (EXX) 
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(ECLXXXVI) (ECXC) 




(ECXCI) (ECC) 

GROUP 2B: 

[0046] atendronlc acid, AGN-431 0, arzoxifene (SXXX), avicatonin, bazedoxifene/TSE-424, bervastatin, butedronic 

acid, calcipotriol, calcitrioi (SVMi), CGP-77675, ciodrontc acid, CP-336156 (SXXXII). CP-424391, doxercalciferol, 
droioxifene (SVi), EB-1089 (SXXXV), ecalcidene, ED-71 , Ei\yiD-84444, ERA-923. esonarimod, estradloi, etidronic acid 
(SXV), F-9775A, F-9776B, falecalcitrioi (SXXXI), FC-1271, GW-544. HMR-3339A, 4-hydroxytamoxifene, ibandronic 
acid (SXX), idoxifene, incadronic acid, LGD'2226, lasofoxifene (SVII), ievormeloxifene, levosimendan, iexacalcltol, 
lidadronic acid (SV), maxacalcitol (SXL), medronic acid, minodronic acid (Siil), miproxifene, NDE*1003, neiidronic 
acid, NPS-2143 (SXIi), NVP-AAK980, olpadronic acid (SXXI), ORG-30659. ona-alpha-Dg (SXLI), ormeloxifene, os- 
aterone, oxidronic acid, pamidronic acid (SXXil), paricaicltoi (SXXXVil), pipendoxifene (SXXXlii), piridronic acid, pitav- 
astatln, piicamycin, prainacasan, raloxifene (SXill), ranellc acid, risedronlcacid (SXVI), RWJ-6B354. SB-242784 (SIX), 
SB-265123, SB-26726B, SB-273005, SC-66631, secalciferol, semparatide, simendan, SUN-E3001, TAK-778, teri- 
paratide, tiludronic acid, tibolone, toremifene (SXIV), TJN-135, trimegestone, trioxifene, TSE-424, vltamlna D2 (Sll), 
vitamina D3 , VX-745 (SX), zindoxifene, zoledronic acid (SiV), (SXI), (SXLII), (SL) 
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GROUP 3B: 

[0047] ABT-694. alfentanll. almotriptan, apadollne, aprepitant, aslmadollne, aspirin, baclofen, benzydamlne. bu- 
prenorphlne, buplvacalne, butorphanol, capsavanil (PI), CJC-1008, CNS-51 61, codeine (PXIV), dapitant, dextrometh- 
orphan, dihydrocodeine (PXI), devazepibe, dronabinol, dutarizine, edronocaine, etidocaine, ennfilenrnin, enadollne, 
etodolac. etofenamate, ezlopitant, fenoprofen, fentanll, figopitant, flufenamic acid, flurbiprofen, gabapentin, ganaxolo- 
ne, GV-1 96771 (Pll), hydrocodone (PXII), harkoserlde, icatibant, indomethacin, Ipravacalne, ketoprofen, ketorolac, 
lamotrigine, lanepitant, levobupivacaine, LY-293558, levonantradol, lldocaine, lofentanil, lomerizlne, meperidine, mepl- 
vacalne, memantine, metacetamol, morphine, nabazenll, NNC-05-1869, NW-1029, naproxen, nepadutant, osanetant, 
oxycodone (PX), paracetamol (PIV), pentazocine, phenazopyridine, pidolacetamol, pravadoline, propacetamol, pre- 
gabalin, propoxyphene, remifentanll, rimonabant, rizatriptan, ropivacaine, rufinamide, saredutant, SCH-50971 , SDZ- 
249-665, sufentanil, sumacetamol, suprofen. talnetant, tonabersat. topiramate, tramadol (PV), vofopltant, zlconotide, 
zoltriptan, zucapsaicln, (Pill) 
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(PXI) (PXII) (PXIV) 

GROUP 4B: 

[0048] a-tocopherol (QIV). acltretin (Ql), adapalene, amelubant. amtexanox (QUI), azathioprine, atizoram, calcitriol. 
calclpotrlene/calclpotrlol (Q10), bexarotene, dexamethasone. LPD-619, hydrocortisone, hydroxyurea, prednisolone, 
prednicarbate, prednisone, riboflavin, riboflavin tetrabutyrate, riboflavin 6-thioguanlne, triacetate, tacalcitol, lexacalcl- 
tol, maxacalcitol, moxllubant, seocalcitol, paricalcltol, sulfasalazine, tazarotene. tepoxalln, ticolubant, thalidomide. VX- 
497, (Qll), zidovudine. 
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5 



10 



15 




(QUI) (QX) 

GROUP 5B: 

25 [0049] ablukast, ABT-761 (JVII), acetylcysteine, acltazanolast, acreozast, adapalene. albifylline, albuterol (JXXXII) 
(Jglll), alclometasone, allnastlne, AMG-1 26767, R-a-methylhlstamlne (JCXXXI), amblcromll, ambroxol, amebucort, 
amelometasone, aminophylllne, andolast, APT-366, apafant, apaxifylllne, argatroban, arglmesna, arofylllne, 
AR-C68397AA (JXXXVI), asobamast, astemlzole(JCXXXIV), ataquimast, atlzoram. atreleuton, AY-0068, AWD-12-281 
(JXVII), AWD-1 2-343, BAY-1 9-8004, BAY-X-1005 (JLXXX), bamaqulmast, batebulast, benafentrine. bepafant. be- 

30 potastine, betotastine, betamethasone, bilastine, bimoslannose, binizotast. bitolterol. BP*294 (JCXXX). budesonide 
(Jll) (Jgll), bunaprolast, butaprost, butlxocort. camonagrel, carebastlne, cartastelne, CE-1037, cetlrlzlne (JCXXXII), 
ciclesonlde, cilomllast/SB-207499 (JXI), cllutazoline, cinalukast, cipamfylline, CI-1018 (JXIII), CI-1044 (JXVIII). CGH- 
2466, cistlnexine, cIclesonidG. clopldogrel, clotlcasone, cromakallm, cromogllcate Hsetll, contlgnasterol, cromogliclc 
add (Jl), CR-3465, cysteine, D-4418 (JXII), CPX (JLXXIII). 0-4396, dacopafant, daltroban, dametralast. danosteine, 

35 dapltant, dazoquinast, DAX (JLXXIV), decarboethoxyloratadine, DF-1111301, detlazacort, deltlbant, desclnolone, 
desloratadlne, desonlde, dexamethasone, dexbudesonide, dexsecoverine, dextiopronln, dlproteverlne, DMP-777, 
domitroban (JXXX), doqualast, doxaprost, drotebanol, ebastlne, eclazolast, efletlrlzlne, eflumast, elziverlne, emedas- 
tine, enefexine, enofelast, enoxamast, epinastine, epinephrine, eprazlnone, erdostelne, espatropate, etolotlfen, ezlo- 
pltant, fenleuton. fenoterol (JXXXIV), fenprlnast, fexofenadine (JXC), figopitant, filaminast, flerobuterol, flezelastlne, 

40 fluazacort, flunlsollde, fluticasone (JV) (Jgl), fomlnoben, foropafant, fonmoterol (JXXXV), fudosteine, furegrelate, gen- 
Isteln (JLXXII), genieuton, gualmesal, guaifenesin, guaisteine, halonnetasone, HSR-609, hydroxyzine, ibudilast, icati- 
bant, ICI-200355, Idaverlne, idenast, Ifetroban, llonldap, Imltrodast (JCXI), INS-3653, ipratropium, IPL-4088, iralukast, 
Isalstelne, Isbogrel, isbufylline, isocromll, Isoetharlne, Isoproterenol, Israpafant(JXL), itazigrel, ketotlfen, L-826141 (JX- 
IX), L-668758, lanepitant, laprafylllne, levalbuterol, levcromakallm, levmetamfetamlne, levocabastlne, levocetirizine, 

45 levodroproplzlne, levosulpiride, lexipafant, ilnazolast, llnetastlne, linotroban, llrimllast, llsofylllne, lonapalene, lorata- 
dlne, loxanast, maplnastine, melqulnast, merlbendan, mesna, metaproterenol, methylprednisolone, midaxifylllne, ml- 
dazogrel, midestelne, mllverlne, milrinone (JLXXI). mlnocromil, minopafant. mlpltroban, mlzolastlne, modlpafant, mo- 
guistelne, mometasone, montelukast (JC), MPB-07 (JLXXV), moxilubant, nafagrel, naphazollne, naflocort, N-acetyl- 
cysteine. nardeterol, nedocromil, neltenexine, nemazollne, nepadutant, nestlfylline, NKP-608C, noberastine, no- 

50 rastemlzole (JCXXXIV). nupafant, olopatadlne, olprlnone, ontazolast, osanetant (JCXX), oxallnast, oxitroplum, ozagrel, 
pamlcogrel, paramethasone, pemlrolast, perbufylline, phenylbutyrate (JLXX), phenylpropanolamine (JXXH), plclami- 
last (JXXV). picumast, picumeterol, pirbuterol, pirmagrel, pirodomast, pobllukast, pranlukast, prednisolone, pred- 
nisone, propiverine, promethazine, proxlcromil, pumafentrine (JXIV), quazolast, quiflapon. quinotolast, racephedrlne, 
racephedrlne, ramatroban (JXXXI), raxofelast, replrinast, revatropate, revenast, ridogrel. rimonabant, ritolukast, rocas- 

55 tine, rocepafant, roflumllast (JX), rolafagrel, rolipram, RPR-1 06541, rupatadlne (JXCI), salmeterol (JXXXIII), salm- 
Istelne, samlxogrel, saredutant, sarpogrelate, satlgrel, scoplnast, SCH-351591 , seratrodast (JCX), setlpafant, sevltro- 
plum, siguazodan, sivelestat (JL), spirofylline, stacofylline, sulotroban, sulukast, suplatast (JLX), T-440, talnetant, tau- 
rostelne. tazanolast, telmesteine, tematroplum, temlverlne, tenidap, terbogrel, terfoucromll, terbutaline, tetrazolast, tex- 
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acromil, theophylline, tiacrilast, tibenelast, ticoiubant, tiotropium, tloxamast, tiprinast, toiafentrine, tofimllast, tomelu- 
kast. tranllast (Jill), toborinone (JXX), triamcinolone, tulopafant, UT-77, verlukast, vofopltant, V-11294A (JXV), YM-976 
(JXVI), zaflriukast, zardaverlne. zileuton (JIV), zilpaterol, zipeprol, (JXCII), (JCXXXIII), (JCXXXIV) 




(Jgi) (Jgii) 




(Jgiii) 
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(JCXXX) (JCXI) 




(JCXXXIII) (JCXXXIV) 




(JCXXXIV) (JCXXXV) 

GROUP 6B: 

[0050] alfzapride, alosetron, amiglumide, arbaprostil, AR-H0471 08, bromopride. budesonide, CAM-1 028, 5-carbox- 
yomeprazole (RXCII), 5-carboxytenatoprazole (RXCVI), 5-carboxyesomepra2ole (RXCVII). chenodlol, cimetldlne. cis- 
apride, clarithromycin, cleboprlde, CR-2622, CR-3294, darlfenacin, deprostil. desmethylrabeprazole (RXXVIII). 
devazepide, dexloxlglumide (RXXXI), dolasetron, domperldone, dosmalfate, egualen (RXXX), E-3620, enprostil, es- 
aprazoie, esomeprazole (RIV). esolansoprazole (RCI), esopantoprazole (RCIII), famotidine, fedotozine, granlsetron, 
5-hydroxylansoprazole (RC), 5-a-hydroxyomeprazole (RXC), 5-a-hydroxyotenatoprazole (RXCIV), 5-a-hydroxye- 
someprazole (RXCVIII), ezlopitant, itasetron, Itrlglumlde (RglV) (RXXXIII), IY-81149 (RIX), L-365,260 lansoprazole 
(RV). lafutidine. lemlnoprazoie (Rl). levosulplride, loperamide, loxiglumide. L-365260. LY-268513. LY-262684. LY- 
1 91 009. MKC-733, MK-869, meclizine, mesalamlne, mexiprostil, MKC-733, metodopramlde, misoprostol (Rgll) (RLXX- 
11), mosapride, nepadutant, nepaprazole, nizatidine, nocloprost, norclsaprlde, 5-0-desmethylomeprazole (RXII), 4*0- 
desmethylpantoprazole (RXXII), olsalazlne, omeprazole (RH), ondansetron, omoprostll, osutidlne, pantoprazole (RVI), 
pibutidine (RXLI), PD-135158, picoprazoie (RLXIV), pipratecol, pranazapide, proglumlde, pumaprazole, prucaloprlde, 
ranitidine, rabeprazole (Rill), rebamipide (RXXXIV). remiprostol, renzapride (RXXXtl), rioprostii, rosaprostol (Rglll) 
(RUCX), roxatldlne (RXL). RP-72540. RP-73870 (RLXXXI). S-0609 (RLXXXil), SB-6412S7, sepimostat (RL). spirog- 
(umlde, soneplprazole. sulfasalazine, TAK-637, tarazepide, taurocholtc acid, tegaserod, teienzepine, tenatoprazole 
(RVIII), timoprazole (RUIli), tiropramide, trlmoprostll, troplsetron, YIA-20379-1 (RU(), YM-022. YIA-20379-5 (RLXI), 
YIA-20379-8 (RLXII), zacopride, (RX), (RXI) (RXII), (RXIil), (RIV). (RXV), (RXVI). (RXVII), (RXVIII), (RXIX), (RXX), 
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(RXXI), (RXXII), (RXXIII), (RXXIV), (RXXV), (RXXVI), (RXXVII). (RLXV). (RLXXI). (RLXXX). (RXCIII), (RXCI). (RCII), 
(RCIV), (RCVI). (RCVII) 




(Rgi) (Rgii) 
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(RCII) (RCIII) 




(RCVI) (RCVII) 



GROUP 7B: 

[0051] ABT-980, AH-9700, AIO-8507L, alfuzosin (UV), alfatradiol, alvamellne (ULXX), alprostadil (UXC). atosiban, 
apomorphlne (UCXXX), atrasentan (UCXL). bexlosteride, bicalutamlde, BMS-341400. CS-891 , cyproterone (UCII)), 
DA-8159, darifenacin (ULXXXIII), deacetylmoxisylyte, dehydrocorydallne (UXXXV). (+)-desmethylsibutramine. doxa- 
zosin (UXL), duloxetlne{UXLI), dutasteride, E-4010 (UXXII), E-4021 (UXXIII), E-8010. EMD-221829, epierenone, ESR- 
150, epristeride (Ul), FCE-27837, fesoterodine (ULXXV), fiduxosin (UCXIl), finasteride, finrozole (UCXLI), fluoxetine 
(UCXXXI), FK-143 (UCL), FR-119680 (UCLIII), FR-229934, gestonorone(UII-b). GI-1 98745, GYKI-16084{UIX). GYKI- 
12743, izosteride, KMD-3213 (UCX), KCO-816, KRP-197(ULXXXVill), Inaperlsone (ULXXXV), Indoramln. Izonsterlde, 
L-771688/SNAP-8383 (UCXIII). L-780945/SNAP-6991 (UCXVI), laplsteride, lanperisone. LY-320236, LY-353433. 
mepartrlcin, mepazosin, moxisylyte, naftopldil (UC), NC-1B00 (ULXXXIX), NS-49 (UXCV), osanetant, osaterone (1)11), 
oxendolone (UIV), oxybutynin, phentolamlne (UVUI), PNU-157706 (UCLII), PNU-83767, PNU-156765, PNU-200577, 
prazosin, propantheline, prasterone (UCI), proplverlne, reslnferatoxin, RBX-2258, REC-1 5/3079, Ro-70-0004 
(UCXVII). RS-1 00329 (UCXVIII), RWJ-38063 (UCXIV). RWJ-69736 (UCXV), SB-223412. saredutant (UXCVH). silde- 
nafil (UXXXIV), SNA-4606-1 , SNAP-6383, SNP-7916 (UCXIX), (S)-doxazosin (UCXI). (S)-oxybutynjn (ULXXXVII), sib- 
utranalne (ULXXX). SPM-007. suplatast (ULXXXIV), T-1032 (UXXX). TA-1 790, TAK-637. tadalafll/IC-351 (UXXXI), tal- 
netant, tamsulosin (Ulll), TF-505, tenniverlne (ULXXXVi), terazosin, terodlline, tolterodine (ULXXXII), turosteride, N- 
desmethylslldenafll/UK-1 03320 (UCLXX), UK-1 22764 (UVII), UK-343664, UK.357903. vamicannide, vardenafll (UVI), 
yohimbine (UCXXXI!) (UgVII), zaprinast, YIVI-905 (ULXXXI), YM-53705, YM-46303, WAY133537, WAY151616, ZD- 
0947, ZD-6169 (UCXVI). Z-350 (UCLI), ZM-244085. (UX). (UXI), (UXII), (UXIII), (UXIV). (UXV). (UXVi), (UXVII). (UX- 
VIU). (UXIX), (UXX), (UXXI). (UXXIV).(UXXV), (UCLIV). (UCLV), (UCLVI), (UCLVII). (UCLVIII). (UCLIX). (UCLXX). 
(UCLXXI), (UCUCXil). (UCLXXIII), (UCLXXIV) 
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GROUP 8B: 

[0052] ABT-839 (CNdXLI), AC-7700 (CNaLXIV), AZD-3409. 3-allylfarnesol (CNdXLVI), amifostlne (CNelll), anecor- 
tave (CNaXXVI), 4-aminothalidomIde (CNalL). aminogtutethimide, anastrozole, alMrans retinolc acid (CNbLXXll), 
2-(2-amino-3-metoxyphenyi)chromone (CNaXXIV), apigenin (CNbXIX), atrasentan (CNcXIII), asulacrine, BAY 
59-8862, BB-3644. BMS-214662 (CNdL). BMS-275291. BBR-2778 (CNdXXI). BBR-3438 (CNdXXIV). BBR-3464, 
BBR-3576, bicalutamlde (CNvll), buserelln, butyric acid (CNvIV). camptothecin (CNdll), 9-aminocannptothecjn (CNdlll), 
carboxyamldotriazole (CnaXXII). capecltablne, chlorogenic acid (CNbL), chrysin (CNbXX), CP-461 (Cndl-b), CP- 
609754, CI-994. CI-1033 (CNcXIl), CGP-77675, cilengltlde (CNaXXIII). cipemastat. cladrlbine, combretastatin A4 
(CNaLXI), combretastatin A4 phosphate (CNaLXIII), CT<2584, curcumin (CNbLlil), 5,6-dimethylxanthenone-4-acetic 
acid (CNaLXV), flavinic derivatives (CNbgl), flavonolic and flavonic derivatives (CNbgX), Isoflavonic derivatives (CN- 
bgXI), indolinonic derivatives (CNagI), flavanonolic and flavanonic derivatives (CNbgXIl), flavanolic derivatives (CNb- 
gXlli), anthocyanidine derivatives (CNbgXIV), thalidomide derivatives (CNagXL), 2-phthalimidlno-glutar1c acid deriva- 
tives (CNagXLI), phthaiamidic derivatives (GNagXLiI). glucose derivatives (CNdgXL). fructose derivatives (CNdgXLI), 
galactose derivatives (CNdgXLII), retinoid derivatives (CNbLXX), dexrazoxane (CNel), 4-dedimethylamlno-sancycline 
(CnaXX), diflomotecan (GNdVII), all-cis-5,8,11 ,14,17-eicosapentaenolcacid (GNbLXI), daldzein (GNbXXXII). docetax- 
el, doxorubicin (GNdXXil), D-1927, edatrexate. eflornlthine (GNbLXIX). eliagic acid. EO-9 (GNdLXXX), EM-12 (GNaX- 
LV), E-7010, epicatechin (CNbXXVt), eilagic acid, epigaiiocatechin-3-gallate (GNbXXVIi), epirubicin, 6MS-247550, 
BIVIS-214662, BMS-275291. ERA<923. erbstatin (CNcIV), eriotinib, exemestane, exatecan (CNdVI), fadrozole, fenreti- 
nide (CNbLXXIV), finrozole (GNbLXVIi), fiavin-adeninin-8a-hydroxy-riboflavin (CNblll), flavine-adenine dinucleotide/ 
FAD, flavone-8-acetic acid (CNal_XVII), flavopiridol (CNaXXV), floxuridine, 5-fluorouracil, fonnestane (CNbLXIII), 
1-fmct08amine, (CNdUCXVlii) 2-fruct08amlne (CNdUCXVI), fustln (CNbXXIV), fumagilloi (CNaLXIV), fulvestrant, gen- 
isteln (GNbXXI), gefltlnlb. gemcltablne (CNdXXX), 1 -glucosamine (CNdLXXIII), glutathione (CNbgXXXV), 2-glu- 
cosamine (CNdLXXIV). 6-glucosamine (CNdLXXV), 2-galattosamine (CNdLXXVII), halofuginone (CNaLX). histamine 
(GNvl), 4-hydroxybutlrroxymethyl-retlnate (CNbLXXII), 5'-hydroxythalldomide (CNaXLIV). IU(-23-7553, IDN-51 09, Im- 
atinib/STI-571 (CNcll), Imiqulmod, hyperin (CnbIL), human endostatin 6-49, indanocine (CNaVI), kaempferol (CNbXVI)» 
Icynurenic acid (CNbXXX), Icetotrexate, 3-indotemethanol (CNbUCV), Irinotecan (CNdIV), irofulven, itriglumide/GR- 
2945 (CNbXG), leuproreiin, letrozole (CNbLXVIIt). losoxantrone (CNdXXlIi), ledoxantrone, luteolin (CNbXVIII), lurto- 
tecan. LY-294002 (CNcVI). L-778123 (CNdXL), marimastat (CNcI), megestrot, methotrexate, MEN-11066, mitoxantro- 
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ne (CNdXX). midostaurin, mivobulin, myrlcetin (CNbXVII), myo-inosltol (CNbLX), N-(4-carboxyphenyl)-retinamlde(CN- 
bLXXI), N-hydroxymethyl-thalldomide (CNaXLVII), N-hydroxyphthallmlde (CNaXLVIII), N-acetylcystelne, narlngenin 
(CNbXXII), nelzarabine, octreotide (CNaLXVII), oltipraz, oroxylln (CNbXXVIII), OSI-774, 2,2,5,7,8-pentamethyl-6-hy. 
droxy-chromane (CNbXLIVI), oxandrolone (CNfl), paclltaxel, phenylbutyrate, PD-089828, PD-153035, pemetrexed, 
perlllyl alcohol (CNbLXXV), quercetin (CNbXV). R-116777 (CNdXLII), raltltrexed, razoxane, resveratrol (CNbLI), ribo- 
flavin (CNbil), riboflavin monophosphate (CNbiV), roquininnex, RPR.130401 (CNdXLV). 2-phthallmidlno glutaric acid 
(CNaXLVI), piroxantrone, prlnomastat (CNclii), riboflavin tetrabutyrate, riboflavin triacetate (CNbV), rubltecan (9-nitro- 
camptothecin) (CNdV), PTK-787 (CNaXXI). Sch-66336 (CNdXLill), p-sltosterol (CNbLXII), seocalcltol (CNdXC), 
squalamine (CNbLXIV), semaxanib/SU-5416/semoxlnd (CNall), SCH-57068, sllybln (CNbXXXi), STI-481 (CNdX), 
SPIKET-P (CNcVII). SPC-8490, SCH-66336, SCH-57050, S-3304. SU-6668 (CNalll), SU-6406. SU-6614. SU-6477, 
SU^5402 (CNaXI), SU-4793, SU-5204. SU-4942, SU-4984, SU-5212. SU-4312, sulfuretin (CNaXV), sullndac solfone/ 
exisulind (CNdl), tesmlllfene, tamoxifene. toremlfene, tanomastat (CNcVIII), TAS-103, taxifolln (CNbXXIII), teloxantro- 
ne, tezacltabine, theaflavin (CNbXXIV), thalidomide (CNaXLIll), thymltaq. tirllazad (CNbUCIX), a-tocopherol (CNbXL), 
trolox C (CNbXLI). 2 tocotrienoii (CNbXLII) e (CNbXLIII), topotecan (CNdXXV), triptorelln, trans ferulic acid (CNbLII), 
triaplne, trimetrexate, troxacitabine, ubenlmex, 7-hydroxystaurosporine/UCN-01 (CNcV), vorozole, vesnarinone, vita- 
min E acid succinate (CNbXLI V), VX-710, YM-511 . wogonln (CNbXXIX), ZD- 1 839/1 ressa (CNclX), ZD-4190 (CNcXI), 
2D-6126, ZD-9331, ZK-222584, (CNaiV), (CNaV), (CNaVII), (CNaXII). (CNaXlli). (CNaXIV), (CNaXVi), (CNaXLb), 
(CNagL), (CNaUCII). (CNbgXXXII). CNdVlli). (CNdIX). (CNdXLiV) (CNdXLVII), (CNdXLVIII). (CNdXLIX), (CNbXXXV), 
(CNbXXXVi). (CNbXXXVII), (CNbXXXVIil), (CNbXXXIX). (CNvill). (CNcX) 
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where 

- R4 is chosen among: 

- COOH; -F; -CI; -Br; -CF3: -NOg. -CHO, -CN, -N3, 

- R2; -O-Rai -0-(C0)-R2; -N(R2)2; -N(R2)2-(CO)-R2; -Ri-O-Rai 

- RrS-R2;-RrNR2-R2;-0-Ri-0-R2rO-R^-S-R2rO-Ri-NR2-R2; 

- S^Rg; -S-R1-O-R2; -S-R1-S-R2; -S-Ri-NR2-R2;-NR2-R2; 

- NR2-R1-O-R2; -NR2-Ri'S-R2; -NR2-Ri-NR2-R2;-(CO)-R2: 

- (CO)-0-R2;-(CO)-Ri-0-R2;-(CO)-Ri-S-R2:-(CO)-Ri^NR2'R2; 

- PO(o-)o-R2; -SO2-R2; -0-S02-R2; ■s02-o-R2; 

Ri, -R2, W and the dotted line are described as above 

- W2 is -0-, -NH-. -NH-. -N(R2)-, -CH=CH-. -S-; =CH- 

- n is an Integer between 1 and 5, preferably 1 
m is an integer between 0 and 5 

[0053] Preferably the compounds of the Invention are chosen among the following 8 groups of compounds (from 1 C 
to 8C): 
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[0054] Mors preferably the compounds of the Invention are chosen among the following 6 gropus of compounds 
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[0055] The compounds of general formula (I) are synthetlzed according to well known reactions described for ex- 
ample In "Advanced Organic Chemistry*' dl J. March, Wiley Intersclence. IV ed. (see chemical groups Index pag. 
1269-1300) and "Methods in Nitric Oxide Research" di M. Feellsch, J.Wiley & Sons. 1996 (from pag. 71 to pag 115). 
30 As described above . M groups can be directly bound to F drugs or to T and V groups which are bound to F drugs. 
Preferably F drugs are bound to -Yi, -Yg and -Y3. 

[0056] The compounds of the invention can be synthetlzed according to known methods and in particular we can 
distinguish: 

35 A) methods for the synthesis of nitrate salts 

B) methods for the synthesis of nitroxy substituted linkers 

C) methods for the synthesis of other NO-donors 

D) methods for the synthesis of in vivo hydrolyzabie bonds 

E) methods for the synthesis of nitroxy substituted organic esters (e.g. benzoate, butanoate) 
40 F) methods for the synthesis of amides 

A) METHODS FOR THE SYNTHESIS OF NITRATE SALTS 

[0057] Nitric salts (All) may be synthetlzed according to one of the following methods: 

45 

A1) When the substance to be saltfied is available as free base or as a soluble corresponding salt in an organic 
solvent, which preferably does not contain hydroxyl groups, for example acetonltrlie, ethyl acetate, tetrahydrofuran 
etc., the salt is prepared by dissolving the substance In the solvent at a concentration preferably equal or higher 
than 10% w/v, by adding the amount of concentrated nitric acid corresponding to the moles of salifiable amlnic 

so groups present in the compound. The nitric acid is preferably diluted in the same solvent. Preferably during and 

after the addition the mixture is cooled to temperatures In the range 0-20 ''C. The product is generally recovered 
by filtration and washed with the solvent. 

When the substance is not much soluble or it is available as a not much soluble salt In the above mentioned 
solvents, the corresponding mixtures with hydroxylated solvents may be used. Examples of such solvents are 

S5 methyl alcohol, ethyl ateohol and water. 

The precipitation can be quickened by diluting then the so obtained mixture, after the addition of nitric acid, 
with an apolar solvent. 

A2) When the starting product is salif led with a halogen acid, It is possible to prepare the salt with nitrk: acid directing 
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adding silver nitrate to the conipound solution. After filtering the silver hallde, the solution Is concentrated and 
cooled to recover the nitrate salt. 

A3) When the starting product is a salt different from halide, It is preferable to release the corresponding base by 
a treatment with a sodium or potassium carbonate or bicarbonate saturated solution, or with a sodium or potassium 
5 hydroxide diluted solution. The base is then extracted by a suitable organic solvent (e. g. halogenated solvents, 

esters, ethers) which is then dried. The organic solution is evaporated and then one proceeds according to the 
above described preparation methods, by dissolving the base In a solvent which does not contain hydroxyl groups 
(e.g. acetonitriie) or in a mixture of this solvent with a hydroxylated solvent. 

10 B) IVIETHODS FOR THE SYNTHESIS OF NITROXY SUBSTITUTED LINKERS 

[0058] Nitrate esters (Al) may be prepared according to one of the following methods: 

B1) Direct nitration of an alcoholic group with concentrated nitric acid 
IS B2) Nucieophilic substitution of an alkyi halide (preferably bromide or iodide) with silver nitrate. This synthesis is 
prefenred and it is carried out In an apolar solvent (preferably acetonitriie), at room temperature or at reflux and In 
the dark. The starting halide is obtained by direct halogenation of hydroxyls with known methods (e.g. PBrg) or by 
radical halogenation (e.g. radical HBr) of aikyiic groups. 

20 0) IVIETHODS FOR THE SYNTHESIS OF OTHER NO-DONORS 

[0059] 

C1) Nitrite esters (Alii) are synthetized according the reaction of atkyi hallde (preferably bromide) with NaNOg 
25 according to the known literature. 

C2) Thionltrlte (AlV) are synthetized by nitrosylation of thioiic group with NaN02 at acid pH (about 2,5). 
C3) NONOate (AV) are synthetized by exposition of the nucleophile (usually nitrogen but also sulphur) containing 
molecule, dissolved In an organic solvent, to gaseous nitric oxide over a period of 1 -3 days and then collecting the 
fonned precipitate.. 

30 

D) METHODS FOR THE SYNTHESIS OF IN VIVO HYDR0LY2ABLE BONDS 

[0060] As for the bonds between -F and -T, between -F and -V or between -F and -Y^, -Y2 and -Y3, that is a carboxylic 
ester, a carboxylic amide, a glycoside, an acetai, a ketal, an azo compound, an hydrazide, a carbammate, a thioester, 

35 a thioamlde, a phosphoric ester, a phosphonic ester, a sulphuric ester, a sutphonic amide or a sulphonic ester, they 
may be prepared according to several known synthetic procedures. For a complete review see "Advanced Organic 
Chemistry" above cited, in particular the chemical classes index: esters and amides at pag. 1 275 and 1 281 ; acid halides 
(esters and amides precursors) at pag. 1269; thioamides and thioesters at pag 1297 and 1298; glycosides, acetais 
and ketais at pag. 1269; phosphonic esters at pag. 1295; sulphonic amides and sulphonic esters a pag. 1296; azo 

40 compounds and carbammates at pag. 1280; hydrazidesatpag. 1288. Asforthesynthesis of alkyI halides (intermediates 
for the synthesis of nitrate esters, nitrite esters and thionltrite via nucieophilic substitution) see at pag. 1274. 

E) ly/IETHODS FOR THE SYNTHESIS OF.NITROXY SUBSTITUTED ORGANIC ESTERS (E.G. BENZOATE. 
BUTANOATE) 

45 

[0061] Carboxylic esters are synthetized by: 

El) Reaction of an acid and an alcohol In the presence of a dehydrating agent 
E2) Acyllc nucieophilic substitution reaction of an alkyI halide and an alcohol 
so E3) Alyfatic nucleophllk: substitution reaction of an alyfatic hallde, preferably bromide, and a carboxylic ion 

F) METHODS FOR THE SYNTHESIS OF AMIDES 

F1) Carboxylic amides are synthetized by acyllc nucieophilic substitution of an acid halide and an amine. 

55 

[0062] The prodrugs of the invention are useful for a chronic, controlled and selective administration of nitric oxide 
and therefore for prevention and treatment of inflammatoiy, Ischemic, degenerative and proliferative diseases of mus- 
coioskeletal system (e.g. rheumatoid arthritis, osteoarthritis, lupus,o8teoporo8i8. Paget disea8e),of tegumental system 
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(e.g. ulcers, aphtha, psoriasis, dermatitis, skin tumors) of respiratory system (e.g. asthma, chronic obstructive pulmo- 
nary disease, allergy, emphysema, bronchitis, ARDS, rhinitis, cystic fibrosis, lung tumors), of gastrointestinal system 
(e.g. peptic ulcer, duodenal ulcer, ulcerative colitis, Crohn disease, hepatic cirrhosis, pancreatitis, esophagitis, gastritis, 
colon familial polyposis, colon-rectum tumors, liver tumors, oesophasus tumors, pancreas tumors, stomach tumors), 
of genital system (e.g. benign prostatic hypertrophy, prostatitis, sexual disorders, prostate tumors, breast tumors, uterus 
tumors, ovary tumors), of urinary system (urinary incontinence, bladder tumors) and of central nervous system (e.g, 
multiple sclerosis, Alzheimer disease, brain tumours). 

[0063] Compounds of general formula (1) are preferably In a completely or partially amorphized fomi In order to 
Improve their bioavailability that is to increase their AUC and/or their maximun plasmatic concentration (Cj^ax) or to 
reduce the time necessary to obtain this concentration (T^ax)- "^^^s because It is known that an amorphized compound 
has usually a better solubility and a better solubilization rate than the same compound in a crystallized state. 
[0064] The amorphized compounds of general formula (I) are obtainable by treating these compounds with one or 
more exclplonts, capable to amorphize these compounds. The techniques used for the amorphlzatlon are for example 
lyophllization, Icneadlng and preferably spray-drying and co-grinding, in particular In the spray-drying technique the 
active principle Is dissolved In a solvent, for example an alcohol, and the so obtained solution Is mixed at room tem* 
perature with a solution or a suspension of exclplents capable to amorphize the compounds of general fonnula (I). The 
resulting solution or suspension Is treated In a spray-drying equipment. This last technique is also called solid dispersion 
technique and Is particularly preferred. 

[0065] The excipients are chosen from one of the following classes; polyalcohols (e.g. mannltol, sorbitol); monosac- 
charides or disaccharides (e.g. glucose, fructose, lactose), polysaccharides and their derivatives (e.g. microcrystalllne 
cellulose, hydroxypropylmethylcellulose (HPIVIC)); polyvinylpyrrolidone (PVP); cyclodextrins and their derivatives (e. 
g. a-cyciodextrin, p-cyclodextrin, methyi-p-cyclodextrin, carboxymethyl-p-cyclodextrin, acetyl-p-cyclodextrin, 2-hydrox- 
ypropyl-y-cyclodextrin, Y-cyclodextrIn, dlmethyl-p-cyciodextrin, 2-hydroxyethyl-p-cyclodextrln, 2-hydroxypropyl-p-cy- 
clodextrin, 3-hydroxypropyl-p-cyclodextrln, trimethyl-p-cyclodextrin); agents which can Increase the membrane per- 
meability (e.g. SNAG, sodium caprinate). 

[0066] Preferably they are chosen among: polyvlnylpyrolidone, hydroxypropylmethylcellulose, lactose, microcrys- 
talllne cellulose, 2*hydroxypropyl-p-cyclodextrin, 3-hydroxypropyl*p-cyclodextrln. 

[0067] The necessary amorphlzatlon degree, which can be measured by a calorimetric experiment with DSC, Is at 
least of 5 %, but preferably greater than 80%. 

[0068] Thanks to this amorphlzatlon is possible to administer compounds of general fomiula (i), usually more li- 
pophilic than original drugs and consequently with solubility problems, also per os (e.g. tablets, capsules) and also 
through a modified release formulation: in fact both conditions require a not too low solubility. 
[0069] Preferably the modified release pharmacutical fonnulations are parenteral, per os (diffusion systems, disso- 
lution systems, erodable systems, osmotic systems and systems with ionic exchange resins), and transdermk: release 
therapeutic systems (with reservoir, with membrane and with diffusion through polymeric membrane). 
[0070] The compounds so obtained by spray-drying have a better bioavalability as shown by dissolution test and 
they can so be administered per os. 

[0071] The w/w ratio among compounds of general formula (I) and the above cited excipients is preferably between 
1:0,7 and 1:10. 

[0072] Particularly prefen-ed, as fonnulations for the compounds of this invention, are solid dispersion prepared with 
spray-d^lng technique using polyvinylpyn-olidone as excipient according to a drug/PVP ratio of 28/72 w/w. 
[0073] The compounds of this Invention may be administered orally, rectally, parenterally or by locally application 
(dermal, topical, transdennal, ocular, inhalation etc.) 

[0074] The following examples are given to illustrate the Invention and they are not limitative of the same. 
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SYNTHESIS EXAMPLES 



EXAMPLE 1 

paranitroxymethylbenzoic acid (Zl) 
[0075] 




[0076] To a suspension of 5.38 g of 4-bromomethylbenzo(c acid (0.025 moles) In anhydrous acetonltrile (20 mL), 
silver nitrate (AgNOs) (4.95 g, 0.029 moles) dissolved In anhydrous acetonltrile (10 mL) was added drop by drop. The 
reaction mixture was left away from light, under stirring, at reflux (81 **C) for 8 hours and at room temperature for other 
16 hours. The suspension was filtered with buchner: the precipitate, that is the product and AgBr, was dissolved In 
methanol (1 50 mL), than It was heated and finally it was filtered. The solvent was evaporated at reduced presslon and 
3.75 g of the desired product were obtained. 
Yield: 80%. 

1H-NMR (500 MHz, DMSO-de): 8 7.98 (d, 2H, J = 8.1 Hz), 7.58 (d. 2H, J = 8.1 Hz), 5.65 (s, 2H); 
IR (KBr) cm-'': 1690 (C»0), 1670 e 1270 (N=0). 

EXAMPLE 2 

p-nitroxymethylbenzoyl-g'tocopherol (CNbXLa) 
[0077] 




[0078] 578 mg of N»N'-dlcyclohexylcarbodllmlde (DCC) (2.8 mmoll), 607 mg (3.08 mmoli) of paranitroxymethylben- 
zoic acid (Zi) (synthetlzed according to example 1) and a catalytic quantity of 4-dlmethyliiaminopyridine (4-DMAP) 
were added, under nitrogen atmosphere, to a solution of a-tocopherol (Sigma-Aldrich code T-3251 ) (1 .2 g, 2.8 mmoles) 
In CH2CI2 (34 ml). 

[0079] The reaction mixture Is left under stirring for 5 hours. Et20 is added to precipitate DCU which has been pro- 
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duced during the reaction and then the reaction Is filtered upon cotton. The solution was deprived of the solvent at 
reduced pressure. The crude product was purified by flash cromatography, packing the colunin with hexane and eluting 
with a mixture hexane/diisopropylic ether/CH2Cl2 85/5/10. 

1 .497 9 of the desired product were obtained. Yield: 88%. 
5 = (hexane/dlisopropyllc ether 6:4): 0.61 

1H-NMR (CDCIg) 8 8.27 (2H, d. J = 8.53 Hz), 7.53 {2H, d, J = 8.53 Hz), 5.48 (2H. s). 2.62 (2H. m). 2.11 (3H, S), 2.05 
(3H, 8), 2.01 (3H, s), 1.85-1.70 (2H, s broad), 1.61-1,05 (26H, CHg e CH alyphatic chain. CH3 ring), 0.88-0-83 (12H, 
m, CH3 alyphatic chain). 

isc-NMR (CDCIg) 8 164.47, 149.60, 140.59, 137.78. 130.67, 128.67, 126.82. 125.04, 123.21, 117.66. 76.14, 73,66, 
10 39.40.37.49,37.43,37.42.32.80,27.98,24.81,24,45,22.70.22.61,21.06.20.64. 19.75, 19.70. 13.03, 12.17. 11,84. 
MS (El, 70eV) nn/Z 610.4 (M+H). 





Elementary analysis: 


1$ 


Calculated 


C:72.87% 


H:9.09% 


N:2.30% 


Found 


C:72.86% 


H:9.09% 


N:2.28% 



EXAMPLES 



20 [0080] 



2$ 



30 




N-r4-(S-metli-3-phenyilsoxa20l-4-yl)phenyl8ulfonyi]-p-nitroxvmethylbenzamlde(EVa) 

35 

[0061] Paranltroxymethylbenzoic acid (Zl) (3,5 mmotes. 689 mg) synthetized according to example 1, N,N'-dicy- 
clohexylcarbodiimide (DCC) (3.19 mmoles, 659 mg), and 4-dlmethylaminopyridine (4-DMAP) (200 mg) were added to 
a solution of 4-(5-methyl-3-phenylisoxazol-4-yl)benzensulfonamide (valdecoxib) (EV) (prepared as described in EP- 
0809636) (3.17 mmoles, 1 g) in anhydrous tetrahydrof uran. After stirring for 24 hours at room temperature, the reaction 
40 mixture was concentrated. The residue was dissolved in ethyl acetate, washed with water, dried over anhydrous mag- 
nesium sulphate and concentrated at reduced pressure. 

576 mg of the desired product were obtained (yield 54 %). 

MS (El, 70eV) m/Z 494.1 (M+H). 



45 


Elementary analysis: 




Calculated 


C:58.41% 


H:3.88% 


N:8.51% 




Found 


C:58.54% 


H:3.84% 


N:8.47% 



50 
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EXAMPLE 4 
[0082] 




N^4-(5-methyl-3-phenvlisoxa2ol«4-vl)phenylsulfonyl]-p-nltroxymethylbenzamlcle sodium salt (EVb) 

[0083] A mixture of N-[4-(6-metil-3-phenylisoxazol"4-yl)phenylsulfonyll-p-nltroxymethylben2amide (EVa) (synthe- 
tized according to example 3) (500 mg, 1 .01 mmotes) and sodium hydroxide 1 N (1 .01 mmoles) in ethanol was con- 
centrated to dryness. 

[0084] The residue was diluted with ehanol and was concentrated again. The residue was dried under vacuum and 
494 mg of the desired product were so obtained (yield 95%). 
iVIS (Ei. 70eV) m/2 516.1 (IVI+H) 



Elementary analysis: 


Calculated 
Found 


C:55.92% 
C:55.64% 


H:3.62% 
H:3.39% 


N:8.15% 
N:6.08% 



EXAMPLE 5 
[0085] 




CH3 

N'[4-(5-p-tohrl-3-trif luoromethvl-1 H-pyrazol-l -vDphenyisulfonyll'P-nitroxymethylbenzamide (Ela) 

[0086] This compound was synthetized according to the synthesis described in example 3 using, as reagents, 
N-[4-[5-(4-methyiphenyl)-3-(trifiuoromethyl)-1 H-pyrazoi-1-yl]]benzenesulfonamlde (ceiecoxib) (El) (synthetized ac* 
cording to J Med Chem 1997, 40, pag 1347-1365) and paranitroxymethylbenzolc acid (Zl) synthetized according to 
example 1. Yield 58%. 

MS (El, 70eV): m/z 561 .1 (M+H) 



Elementary analysis: 


Calculated 
Found 


C:53.27% 
C:53.11% 


H:3.42% 
H:3.44% 


N:10.00% 
N:9.97% 
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ESEMPI0 6 
[0087] 




N-r4-(5-p-tolyl-3-trifluoromethvl-1 H-pvrazol-1-yl)phenylsulfonvn-p-nitroxymethylbenzamicie sodium salt (Elc) 

[0088] This compound was synthetized according to the synthesis described in example 4 using, as reagents 
N-[4-(5-p-tolyl-3-trlfluoromethyl-1H-pyra2ol-1 -yl)phenylsulfonylJ-p-nltroxymethylben2amide (Ela) (prepared as de- 
scribed in example 5) and sodium hydroxide. Yield 58%. 
I^S (El, 70eV): m/z 583.1 (l\/l+H) 



Elementary analysis: 


Calculated 
Found 


C:51.55% 
C:51.37% 


H:3.11% 
H:3.05% 


N:g.62% 
N:9.55% 
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EXAMPLE 7 

(11 3)-l 1 .1 7-clihydroxy'21-(p>nitroxvmethylbenzoyloxy)-preqna'1 .4-diene-3.20-clione (ECVila) (first synthesis) 
5 [0089] 




40 



[0090] ParachloromethylbenzoyI chloride (30 mmoles) (sigma-aidrlch code 270784) and triethylamine were added 
to a solution of (11p)-1 1,1 7,21 -trlhydroxy-pregna-1,4-diene-3,20-dione (prednisolone) (ECVII) (sigma-aldrich code 
P6004) (20 mmoles, 7.2 g) in tetrahydrofuran. 
45 [0091] The reaction was stirred for 24 hours and then the solvent was evaporated at reduced pressure. The residue 
was treated with ethyl acetate, was filtered and the intemiediate (ECVlii) was obtained anhydrifying with sodium sul- 
phate and concentration at reduced pressure (19 mmoles, 9.7 g) (yield 95%). 

[0092] Silver nitrate (30 mmoles), dissolved in 20 mL of acetonltdte, was added drop by drop to the intemrrediate 
(ECViii) dissolved In anhydrous acetonltrlle (40 ml) and tetrahydrofuran (90 ml). The reaction was stirred for 72 hours 
so in the dark. 

[0093] The precipitate was filtered, the solvent was evaporated under reduced pressure and the residue was purified 
by silica gel cromatography (methylene chloride/ethyl acetate 3/7) and then cristalyzed from tetrahydrofuran. 
[0094] 7.67 g (yield 71 %) of a white powder having a melting point of 235''C are so obtained. 
MS (El, 70eV) m/Z 540.2 (M*H) 

55 



Elementary analysis: 


Calculated 


C:64.55% 


H:6.16% 


N:2.60% 
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(continued) 



Elementary analysis: 


Found 


C:64.41% H:6.20% N:2.51% 



ESEMPIO 8 

(1 1 B)-1 1 .1 7-dihydroxv'21 -(p-nitroxymethyibenzoyloxy)-pregna-l .4-diene-3.20-dione (ECVIIa) (second synthesis) 
[0095] 




[0096] Paranitroxymethylbenzolc acid (Zl) (10 mmoies, 1 .97 g) synthetlzed according to example 1 was added to a 
solution of (11 p)-1 1 .1 7,21 -trihydroxy-pregna-l ,4-diene-3,20-dione (ECVII) (prednisolone) (SIgma-Aldrich code P6004) 
(10 mmoies, 3.6 g) In tetrahydrofuran (90 mL). 

[0097] The reaction was kept at 0 *C and under continuous stin-lng. N,N*-dicyclohexylcarbodiimlde (DCC) (11 

mmoies, 2.26 g) and a catalytic quantity of 4-dlmethylamlnopyrldlne (4-DMAP) were added. 

[0098] After one hour the mixture was heated to room temperature; after 24 hours the precipitate was filtered and 

the solvent was evaporated at reduced pressure. The residue Is treated with ethyl acetate (150 mL) and washed with 

water (3 XI 00 mL). The organic phase was anhydrlfied with sodium sulphate and the solvent was evaporated. 

[0099] The crude product was purified by cromatography on silica gel column eluting with chlorofomn/ethyl acetate 

3/7. 

4.42 g (yield 82%) of the final product were so obtained. 
MS (El. 70eV): m/z 540.2 (M+H) 



Elementary analysis: 


Calculated 
Found 


C:64.65% 
C:64.67% 


H:6.16% 
H:6.19% 


N:2.60% 
N:2.63% 
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EXAMPLE 9 

( 11 B)-11 . 1 7-dihydroxy'21 >(p>nitroxymethvlben2oyioxy)-pregna'4'ene-3.20«dione (ECVIila) 
5 [0100] 



10 



15 



20 



25 



30 



35 




40 [0101] ParachloromethylbenzoyI chloride (7 mmoles) (sigma-aldrlch code 270784) and triethylamine were added to 
a solution of (1 1 1 ,1 7,21 -tiihyclroxy-pregna-4-en0-3,2O-dlone (ECVIII) (hydrocortisone) (slgma-aldrlch code H31 60) 
(5 mmoles, 1 .8 g) in tetrahydrofuran. 

[0102] The reaction was stirred for 24 hours and then the solvent was evaporated at reduced pressure. The residue 
was treated with ethyl acetate and water; it was filtered and the intermediate (ECVIIII) was obtained anhydrifying with 
45 sodium sulphate and concentration at reduced pressure (4.8 mmol, resa 96%, 2.60 g). 

[0103] Sliver nitrate (7.5 mmoles), dissolved In 8 mL of acetonltrlle, was added drop by drop to the Intennedlate 
(ECVilll) dissolved in anhydrous acetonltrlle (1 0 mL) and tetrahydrofuran (32 mL). The reaction was stirred for 72 hours 
In the darlc. 

[01 04] The precipitate was filtered, the solvent was evaporated under reduced pressure and the residue was purified 
so by silica gel cromatography (methylene chloride/ethyl acetate 3/7) and then cristalyzed from tetrahydrofuran. 
2.03 9 (yield 75 %) of the desired product are so obtained. 
IVIS (Ei. 70eV): m/2 542.2 (IVI+H) 



55 



Elementary analysis: 


Calculated 
Found 


C:64.31% 
C:64.44% 


H:6.51 % 
H:6.40% 


N:2.59% 
N:2.52% 
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EXAMPLE 10 
[0105] 




(1 1 3.1 6a)-9-fluorQ-11 ,1 7-dihydrQxy-21 -(p-nitroxymethylbenzoyloxyj-pregna-l .4'diene»3.20'dione (ECXCa) 

[0106] The compound is synthetlzed according to the synthesis described In example 8, using as reagents (11p, 
16a)-9-fluoro-1 1,1 7,21 -trihydroxy-pregna-1,4-dlene-3,20-dione (dexamethasone) (ECXC) (Sigma-Aldrich code D- 
9184) and paranitroxymethylbenzoic acid (Zi) synthetized according to example 1. 
Yield 73%.MS (El, 70eV): m/z 572.2 (M+H) 



Elementary analysis: 


Calculated 
Found 


C:63.20% 
C:63.04% 


H:5.95% 
H:6.00% 


N:2.37% 
N:2.45% 



EXAMPLE 11 
[0107] 




(1 1 B.I 6a)-9-fluoro-1 6.1 7'[Butylidenebis-(oxv)M 1 ■hydroxv»21 -(p-nitroxymethylbenzoylQxy)-pregna-l .4-diene- 
3.20-dionB (Jllc) 

[0108] The compound is synthetlzed according to the synthesis described in example 8, using as reagents (110, 
1 6a)-9-fluoro-1 6, 1 7-[butylidenebls-(oxy)]-1 1 ,21 -dihydroxy-pregna-1 ,4-diene-3,20-dione (budesonide) (Jll) (Sigma- 
Aldrich code B-7777) and paranitroxymethylbenzoic acid (Zi) synthetlzed according to example 1 . 
Yield 68%. MS (El, 70eV): m/z 610.2 (M+H) 
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Elementary analysis: 


Calculated 
Found 


C:65.01% 
C:65.0d% 


H:6.45% 
H:6.37% 


N:2.30% 
N:2.41% 



EXAMPLE 12 
[0109] 




(1 1 1 , 1 7.21 -triS'(p-n{troxym9thvlbenzoyloxy)-prQgna'1 ,4'dlene-3,20-dlone (ECVIIb) 

[0110] The compound is syntlietized according to the synthesis described in example 8, using as reagents (11P)- 
11,1 7,21 -trihydroxy'pregna-1,4-diene-3,20-dione (ECVII) (prednisolone) (SIgma-Aldrlch code P6004) and 3 equiva- 
lents of paranitroxymethylbenzoic acid (Zl) synthetized according to example 1 . 
Yield 72%. MS (El, 70eV): m/z 898,2 (M+H) 



Elementary analysis: 


Calculated 
Found 


C:60.20% 
0:60.31% 


H:4.83% 
H:4.69% 


N:4.68% 
N:4.63% 



EXAMPLE 13 
[01111 




(3p)"3-(p-nitroxvmethvlbenzovlQxy)-androst'5'en>1 7'One (ECLXIIb) 

[01 1 2] The compound is synthetized according to the synthesis described in example 2^ using as reagents (3p)-3-(p" 
nitroxymethylbenzoyloxy)-androst-5*en-17-one (prasterone) (ECLXII) (Sigma-Aldrlch codeO-4000) and parani- 
troxymethylbenzoic acid (Zi) synthetized according to example 1 . 
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Yield 79%.MS (El. 70eV): m/z 468.2 (M*H) 



Elementary analysis: 


Calculated 
Found 


C:69.36% 
C:69,51% 


H:7.11% 
H:7.09% 


N:3.00% 
N:3.04% 



EXAMPLE 14 
[0113] 




N-[4-(p-nitfOxvnnethylbenzoylQxy)phenyl]-acetamide (ECVIa) 

[0114] The compound Is synthetlzed according to the synthesis described In example 2, using as reagents N-(4-hy- 
droxyphenyl)-acetamlde (acetaminophen) (ECVI) (Sigma-Aldrlch code 430A) and paranitroxymethylbenzolc acid (Zl) 
synthetlzed according to example 1 . 

Yield 82%.MS (El, 70eV): m/z 331 .1 (M+H) 



Elementary analysis: 


Calculated 
Found 


C:58.18% 
C:58.03% 


H:4.27% 
H:4.22% 


N:8.48% 
N;8.53% 



EXAMPLE 15 
[0115] 




(p-nltroxymethvlbenzovDsalicyllc acid (ECXCIa) 

[0116] The compound Is synthetlzed according to the synthesis described In example 2, using as reagents salicylic 
acid (ECXCI) (Sigma*Aldrich code S-7401 ) and paranitroxymethytbenzoicacid (Zl) synthetlzed according to example 1 . 
Yield 81%.MS (El, 70eV): miz 318.05 (M-'H) 
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Elementary analysis: 




Calculated 


C:5679% 


H:3.49% 


N:4.42% 


5 


Found 


C:5671% 


H:3.45% 


N:4.47% 



EXAMPLE 16 



2'.3',4'-trlaceM-5'-(p-nltroxvmethyiben20vl)-riboflavin (CNbIa) 

10 

[0117] 




(CNblii) (CNbIa) 



[0118] 17.53 ml of a solution 1M of PBfs In CH2CI2 (1 7.63 mmoles) were added to a sospenslon of riboflavin (CNbl) 
40 (SIgma-Aldrlch code 47861) (3 g, 7.97 mmoles) In 114 ml of AcOH, kept at room temperature, under N2 and In the 
dark. After 1 hour, when all was In solution, 5.3 ml of CHaCOBr (71 .73 mmoles) were added. After 2 hours 400 ml of 
CHCIa were added and the solution so obtained was poured on 400 ml of H2O. The organic phase was separated and 
the solvent was removed under reduced pressure. The crude product so obtained was purified by crystallization from 
methanol obtaining the desired product. The product was then further purified by flash cromatography, packing the 
45 column with methylene chloride and elutlng with a mixture CH2Cl2/MeOH 99:1 . 
[0119] 1 .111 9 of (CNbli) (1 .96 mmoles) are so obtained 
Yield: 24.5 % 

R/CHaCla/MeOH 9:1):0.78 

1H NMR (CDCI3) 5 8.44 (IH. s). 8.02 (1H, s), 7.58 (1H, s), 5.67 (1H, m), 5.47 (1H, dd, J = 2J5 and 6.87 Hz), 
50 5.39 (IH, ddd. J = 3.67, 5.5 and 6.87), 5.3-4.6 (2H, broad), 3.74 (IH, dd, J = 3.67 and 11.46 Hz). 3.61 (IH, dd, J = 
5.55 and 11.46 Hz). 2.58 (3H, s), 2.45 (3H. s), 2.33 (3H, s). 2.20 (3H, S). 1.78 (3H. s). 

1% NMR (CDCIa) 5 170.1, 169.8, 159.2, 154.5, 150.6, 148.1, 136.9. 135.9. 134.5, 132.9. 131.0. 155.6, 71.8. 
69.6, 45.2, 30.7, 21.3, 21.0, 20.8, 20.3, 19.4. 

MS (El, 70eV) m/2 (%) 565 (M++1 , 40), 242 (55), 43(100). 
55 [apo = +131 .5 (c 0.5, CHCI3) 

[0120] 1 g Of AgN03 was added to suspension of 1.111 g of (CNbli) (1.96 mmoles) in 10 ml of acetonitrile. The 
reaction was left at reflux for 24 hours. The reaction was left at room temperature, CHCI3 was added and was centrif uged 
to remove AgBrso produced. 
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[01 21 ] The solvent was removed at reduced pressure. The crude product was purified by flash cromatography. padd- 
ing the column with methylene chloride and eluting with a mixture CH2Cl2/MeOH 99:1. 
[0122] 146 mg of (CNbNi) (0.29 mmoles) were so obtained as a mixture of 2 ragiolsomers In a 1 :2 ratio. 

Yield: 26.2%. 

R/CH2Ci2/MeOH9:1):0.51 

1H NMR (CDCI3) 8 8.85 (2H, s). 8.07 (1H. s), 8.06 (1 H, s). 7.76 (2H, s). 5.69 (1 H. m), 5.49 (1 H, m), 5.34 (1H, m), 
5.27 (2H, d, J = 8.54 Hz). 5.1 -4.7 (4H, broad), 4.51 (1 H, m), 4.46 (1 H, dd. J « 3.05 e 12.21 Hz). 4.39 (1 H, dd, J - 3.66 
e 7.94 Hz). 4.21 (1H. dd, J = 6.71 e 12.21 Hz). 4.14 (1H, m). 2.59 (6H, s), 2.45 (6H, s), 2.21 (3H. s). 2.1 (3H. s), 2.02 
(3H, s), 2.0 (3H, s), 1 .8 {3H, s), 1 .9 (3H, s), 

MS (El. 70eV) m/2 (%) 503 (M+-f1. 67). 61 (100). 
[0123] 59.8 mg of N.N'-dicyclohexylcarbodiimlde (DCC) (0.29 mmoles), 63 mg (0.32 mmoles) of paranitroxymethyl- 
benzoic acid (Zl) synthetized according to example 1 and a catalytic quantity of 4-DMAP were added to a solution of 
(CNblil) (1 46 mg, 0.29 mmoles) In CH2CI2 at room temperature and under Ng. After 3 hours the acid was disappeared. 
The crude product was purified by flash cromatography, paclcing the column with methylene chloride and eluting with 
a mixture CH2Cl2/MeOH 99:1 . 

[0124] 1 46 mg of the desired product (CNbta) (0.21 mmoles) were so obtained as a mixture of 3 regioisomers. 

Yield: 72.3 %. 

R/(CH2Cl2/IVleOH 9:1):0.77. 

^H NIVIR (CDCI3) 5 9.66 (1H. s). 9.50 (1H, s). 9.45 (1H, s). 8.24-8.21 (4H, m, aromatics), 7.95-7.85 (2H. m, 
aromatics), 7.71 (1H, m, aromatics), 7,63-7,45(9H, m, aromatics), 7.33 (2H, m, aromatics), 6.01-5.37 (15H, assignable 
to acetyls tertiary H and to benzylic H), 5.27-4.70 (6H, assignable to secondary H on N), 4.58-4.08 (6H, assignable to 
secondary H on acetyls), 2.52-1 .66 (45H, assignable to acetyls CH3 and to aromatic ring CH3). 

MS (El, 70eV) mAZ (%) 682 (M*H, 66). 663 (78), 279 (1 00). " 

EXAMPLE 17 
[0125] 




5-methoxy-2"[[[4-methoxy-3-methyl-5'(p«nitroxvmethvlbenzoyloxymethyl)-2-pyridinyl]methyllsulfinvl]-1H- 
benzimidazole (RXCa) 

[0126] The compound is synthetized according to the synthesis described In example 2, using as reagents 5«a- 
hydroxyomeprazole (RXC) synthetized according to W099/56746 and paranitroxymethytbenzoic acid (21) synthetized 
according to example 1 . 

Yield 70%. MS (El, 70eV): m/z 541 ,1 (M+H) 



Elementary analysis: 


Calculated 
Found 


C:55.5S% 
C:SS.39% 


H:4.48% 
H:4.41% 


N:10.36% 
N:10.31% 
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EXAMPLE 18 
[0127] 



ONO2 




5-(p-nitroxvmethylbenzovloxv)-2'[[(4HTiethoxy'3.5-dimethvl-2-pyridinyl)methvi)sulfi (RXIIa) 

[0128] The compound is eynthetized according to the synthesis described in example 2, using as reagents 5-0- 
desmethytomeprazole (RXII) and paranltroxymethylbenzolc acid (Zl) synthetized according to example 1. 
Yield 75%. MS (El, 70eV): nrVz 511.1 (M+H) 



Elementary analysis: 


Calculated 
Found 


C:56.46% 
C:56.39% 


H:4.34% 
H:4.32% 


N:10.97% 
N:ia77% 



EXAMPLE 19 
[0129] 




5'(p-nitroxymethylbenzoylQxv)-2-[[[3-methyl-4-(2.2.24rlfluoroethQXv)-2-pyridinyl]methyl]sulfinyl]-1H-benzlmidazol9 
j[RCa) 

[0130] The compound was synthetized according to the synthesis described in example 2, using as reagents 5-hy- 
droxylansoprazoie (RC) synthetized according to WOOO/04904 and paranltroxymethylbenzolc acid (Zl) synthetized 
according to example 1 . 

Yield 78%. MS (El. 70eV): m/z 685.1 (M+H) 



Elementary analysis; 


Calculated 
Found 


C:61.06% 
C:50.99% 


H:3,39% 
H:3.35% 


N:9.93% 
N:9.87% 
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EXAMPLE 20 
[0131] 




(E)'3'[1-[4-[2-(dim9thylamino)ethoxy]phenyl]-2-phenyl*1-butenyl]phenol p-nitroxymethylbenzoic acid ester (SVIc) 

[0132] The compound was synthetized according to the synthesis described in example 2, using as reagents 
droloxifene (SVI) synthetized according to US5047431 and paranitroxymethylbenzolc acid (Zl) synthetized according 
to example 1 . 

Yield 80%. MS (El, 70eV): m/z 567.2 (Wh) 



EXAMPLE 21 



[0133] 



Elementary analysis: 


Calculated 
Found 


C:72.07% 
C:72.01% 


H;6.05% 
H:5.98% 


N:4.94% 
N:4.89% 




5-[4-(2-Carboxy-ethylcarbamQyl)-phenylazol-2-(4'nitroxymethylbenzoyloxv)-benzoic acid (ECXVilla) 

[0134] The compound was synthetized according to the synthesis described In example 2, using as reagents bal- 
salazide (ECXVill) and paranitroxymethylbenzolc acid (Zl) synthetized according to example 1 . 
Yield 67%. MS (El, 70eV): m/z 637.1 (M+H) 



Elementary analysis: 


Calculated 
Found 


C:55.97% 
C:55.91% 


H:3.76% 
H:3.74% 


N:10.44% 
N:10.47% 
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EXAMPLE 22 

2*Acetylsulfanylmethvl-4"QXQ>4'P-tolvl-butvric acid 4-nltrQxy-butyl ester (EXXXIVa) 
[0135] 




KaCOj/HjO 



COOH 



O CH2 Jl^ DMF 



(EXXXIVi) 



Die. HOBt. 4-DMAP 
CM2Cl2roMF 



H3C" 
(EXXXIV) ' 



AgNOa 



CH3CN 




(EXXXIVa) 



[0136J 1 .9 mL of toluene (17.8 mmoles) were added to a suspension of Itaconic anhydride 95% (17.8 nnmoles, 2.1 
g) In 70 mL of CH2CI2. In the span of 30 minutes 4.7 g of AICI3 were added. The reaction was stirred for other 4 hours. 
The solvent was removed at reduced pressure and water and Ice were added to the crude product. 3 mL of concentrated 
HCI were added and the product was extracted with ethyl acetate. 

[0137] The product was anhydrified with Na2S04, was filtered and deprived of the solvent at reduced pressure. 3.4 
g of the product (EXXXIVi) were obtained. Yield 93.6%. 

NMR (400 MHz, CDCI3) : 6 7.87 (d, 2H. J=8.3 Hz), 7.26 (d. 2H, J=8.3 Hz), 6.50 (s, 1 H), 5.77 (s, 1H), 3.96 (s, 2H), 
2.41 (s. 3H). 

[0138] K2CO3 (50 mg, 0.15 mmoles) In H2O (200 ^L) was added drop by drop to a solution of (EXXXIVI) (500 mg, 
2.4 mmoles) and thiolacetic acid (214 [iL, 2.88 mmoles) In DMF (5 mL) kept at 30 "C. The reaction was stirred for 2 
hours. Water was added to the reaction mixture and then HCL 1 0% was added to reach pH 5. The product was extracted 
with ethyl acetate, was washed with water and brine, was anhydrified with Na2S04 and the solvent was removed at 
reduced pressure. The product was purified by crystallization from Et20/hexane. 1.1 g of the desired product (EXXXiV) 
(3.8 mmoles) were obtained. 
Yield: 77.5%. 

1H NMR (500 MHz, CDCI3): 8: 7.84 (d, 1H, Js=8.6 Hz), 7.25 (d, 1H. J=8.6 Hz), 3.50-3.16 (m. 5H), 2.41 (s, 3H), 
2.32 (s, 3H). 

[0139] 4'Br-butanol (82 ^L, 0,94 mmoles), HOBt (85 mg, 0.63 mmoles), DIG (100 ^L. 0.63 mmoles) and a catalytic 
quantity of 4-DMAP were added to a solution of (EXXXIV) (176 mg, 0.63 mmoles) In 6 mL of CH2CI2/DMF 9:1 kept 
under N2. The reaction was stirred for 6 hours, the solvent was removed at reduced pressure, CHCI3 was added and 
the reaction mixture was washed 3 times with brine. The mixture was anhydrified with Na2S04 and the solvent was 
removed at reduced pressure. The product was purified by flash cromatography (eluting: hexane/AcOEt 85:15). 76 
mg of the desired product (EXXXIVil) (0.19 mmoles) were obtained. 

Yield: 30 %. R,(hexane/AcOEt 86:15):0,22. 
^H NMR (500 MHz, CDCI3): 5: 7.84 (d, 2H, J=8.3), 7.25 (d, 2H, Jo8.3), 4.25 (t, 1 H, J»6.3), 3.49-3.41 (m, 3H). 3.31-3.12 
(m, 4H), 2.41 (s, 3H), 2.34 (8,3H), 2.18 (m, 2H). 

[01 40] AgNOs (97 mg, 0.57 mmoles) was added to a solution of (EXXXiVi) (76 mg, 0.1 9 mmoles) in CH3CN (5 mL). 
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The reaction was left at reflux for 6 hours. The solution was filtered to remove AgBr so produced and the solvent was 
removed at reduced pressure. CHCI3 was added and AgNOg was filtered. The solvent was removed at reduced pres- 
sure and the product was purified by flash cromatography (eluting : AcOEt/hexane 2:8), 
[0141] 50 mg of the desired product (EXXXIVa) (0.13 mmoles) were so obtained. 
5 Yield: 69%. (hexane/AcOEt 8:2):0.20 

NMR (500 MHz, CDCI3): 8: 7.83 (d, 2H. J=8.2), 7.25 (d. 2H. J=8.2), 4.54 (m, 2H). 4.21 (m, 2H). 3.48-3.43 (m, 1H), 
3.29-3.15 (m, 4H), 2.40 (s. 3H). 2.32 (s. 3H). 2.05 (m, 2H). 

EXAMPLE 23 

10 

4-Nitroxy-butvric acid S,7-bis-ben2yloxy-2-(3.4-bis-benzyloxy-phenyl)-4-oxo-4H-chromen-3-yl ester (CNbXVa) 
[0142] 



IS 



20 



25 



30 




35 [0143] 1 .12 g of dihydrated quercetin (CNbXV) (3.3 mmoles) in dry DMF (10 mL) were added drop by drop to a 
suspension of K2CO3 (1.96 g, 14.2 mmoles) in dry DMF (3 mL) kept under Ng. The reaction was stirred for 1 hour. 
Benzyl bromide (1 .8 mL, 14.8 mmoles) was added drop by drop and the reaction was stirred all the night. DMF was 
removed at reduced pressure and ethyl acetate and water were added to the crude product. The organic phase was 
separated and washed 2 times with brine. The mixture was anhydrified with Na2S04. was filtered and the solvent was 

40 removed at reduced pressure. The crude product so obtained was purified by flash cromatography eluting with a mixture 
CH2Cl2/hexane9:1. 

[01 44] 1 484 g of the desired product (CNbXVi) (2.24 mmoles) were obtained. 

Yield: 67.9% (AcOEt/hexane 2:8): 0.38 
NMR (CDCI3) 6 12.68 (1H, s), 7.71 (1H, d, J=1.97 Hz), 7.56 (1H. dd, J=8.86 e 1,97 Hz). 7.50-7,21 (20H. m), 6.97 

45 (1 H. d. J=8.86 Hz). 6.46 (1H. d. J-2,45). 6.44 (1H. d. J=8.86 Hz). 5.24 (2H, s), 5.12 (2H, s), 5.05 (2H, s). 4.99 (2H, s), 
[0145] 4-Bromo-butyryl chloride (768 \lL, 6.3 mmoles) and E\^N (878 \iL, 6.3 mmoles) were added to a solution of 
CNbXVI (1 .4 g, 2.1 mmoles) In 30 ml of THF: a complex chloride-EtgN, Insoluble In THF, was formed. The reaction 
was stin-ed 5 hours at room temperature. The complex was filtered and THF was removed at reduced pressure. The 
product was obtained by precipitation from THF-hexane. 1 .372 g of (CNbXVii) were obtained (1 .69 mmoles). 

50 Yield: 80 %. R^ (AcOEt/hexane 2:8): 0.32 

1H NMR (CDCI3) 6 7.66 (d, 1H, J=1 .88 Hz), 7.49 (dd, 1H, J=8.46 e 1.88 Hz), 7.44-7.14 (m, 20H), 6.94 (d. 1H, J=8.45 
Hz), 6.81 (d, 1 H, J=1 .87 Hz). 6.81 (d, 1H, J=1 .87 Hz), 5.22 (s, 2H), 5.13 (8, 2H), 4.98 (8, 2H), 4.96 (S, 2H), 3.62 (t, 2H, 
J=6.57 Hz). 2.96 (t. 2H. J=7.51 Hz). 2.40 (quintet, J=7.51 e 6.57). 

[0146] AgNOs (862 mg, 5.07 mmoles) was added to a suspension of (CNbXVil)(1 .372 g, 1 .69 mmoles) in 50 mL of 
55 CH3CN. The reaction was left at reflux for 5 hours. The solution was left to clear to remove AgBr. The solvent was 
removed at reduced pressure. The product was obtained by precipitation from THF-hexane: 1,1 g (1.38 mmol) of 
(CNbXVa) were obtained. 

Yield: 82%. R, (AcOEt/hexane 3:7): 0.64 
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NMR (CDCIg) 8 7.65 (d, 1H, J=1 .87 Hz), 7.49 (dd, 1 H, J-8.45 and 1 .87 Hz). 7.46-7.15 (m, 20H), 6.94 (d, 1 H. J=8.46 
Hz), 6.83 (d, 1H, J=2.34 Hz). 6.67 (d, 1H. J=2.34 Hz). 5.22 (s. 2H), 6.14 (s. 2H). 4.98 (s, 2H). 4.95 (s, 2H), 4.68 (t, 2H. 
J=6.58 Hz), 2.91 (t, 2H, J=7.51 Hz). 2.28 (quintet. J=7.51 and 6.58). 

EXAMPLE 24 

[01471 




beta-[2-([2-(8-azaspirQ[4.51dec-8-ylcail3onyl)-4.6-dinriethylphenyl]amino)-2-oxoethyl]-(R)-1'napht^ 
add-(4-nitrQXVbutyl)-ester(RXXXIIIa) 

[0148] This compound was synthetized according to the synthesis described in the third and the fourth step of ex- 
ample 1 (from (EXXXIV) to (EXXXIVa)). using itrlglumide (RXXXIll) (sigma-aldrlch code 19778) as reagent. 

EXAMPLE 25 

[0149] 




(Z)-5-fluoro-2-methyi-1-fr4-(m9thyl-suifonyl)phenyl]methvleneMH-indene-3-ac8tic acid-(4-nitroxybutyl)-ester 

(CNdId) 

[0150] This compound was synthetized according to the synthesis described in the third and the fourth step of ex- 
ample 1 (from (EXXXIV) to (EXXXIVa)), using exisulind (CNdl) as reagent. 
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EXAMPLE 26 
10151] 




N>[4-(5'metil-3-phenylisoxazol-4-yl)ph9nylsulfonyl]-p-nitroxym9thylbutanamicl9 (EVd) 

[01 52] This compound was synthGtizod according to th6 synthesis d@scrib6d in tho third and the fourth step of ex- 
ample 1 (from (EXXXlV)to (EXXXIVa)), using 4-(5-methyl-3-phenyllsoxazol-4-yl)benzensulfonamlde (valdecoxib, (EV). 
synthetized as described in EP-0809636) as reagent, 
IVIS (El, 70eV) m/2 446.1 (IVI+H). 



Elementary analysis: 


Caiculated 
Found 


C:53.93% 
C:63.99% 


H:4.30% 
H:4.27% 


N:9.43% 
N:9.41% 



EXAMPLE 27 
m-nitroxymethylphenol (Zl) 
[0153] 




[0154] 3-hydroxybenzyiic alcohol (5 g, 40.30 mmoles) in methylene chloride (1 6 mL) was added to hydrobromic acid 
(48%) (25 mL). The reaction was left at room temperature for 4 hours. The reaction mixture was washed with aqueous 
sodium bicarbonate and was anhydrif led with anhydrous sodium sulphate. Methylene chloride was removed at reduced 
pressure. The oily residue was dissolved in anydrous acetonitrile (25 mL) and a solution of silver nitrate (6.85 g, 40.32 
mmoles) dissolved in anhydrous acetonitrile (10 mL) was added drop by drop and in the dark. 
[01 55] After 1 2 hours the precipitate (silver bromide) was filtered and the solvent was removed at reduced pressure. 
The so obtained oily residue was dissolved In toluene (22 mL) and the solution was purified by silica gel cromatography 
(toluol/ethyl acetate 7/3 vA^). The eluate was dried at reduced pressure and 2.65 g of the desired product (yield 39%) 
were so obtained. 
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EXAMPLE 28 
[0156] 




(3a.5g7P)-3,7-dihydroxychoian-24-olc acid (m-nltroxymethvlphenol)ester (ELXVc) 

[0157] M-nitroxymethylphenol (Zl) (7 mmoles. 1 .18 g) prepared according to example 27 was added under stirring 
to a solution of ursodiol (Sigma- Aldrich code U5127) (2 g, 5.09 mmoles) dissolved in chloroform (18 mL) and dimeth- 
ylacetamide (17 mL). 

[0158] N,N*>dlcyctohexylcarbodiimlde (1 .44 g. 7 mmol) and 4-dimethylaminopyrldlne (70 mg) were added to the so- 
lution cooled at a O^C and kept under stirring. After 1 hour the mixture was heated to room temperature. After 24 hours 
the precipitate was f llterd and the solvent was removed at reduced pressure. The residue was treated with ethyl acetate 
(1 00 mL) and washed with water (3 X 70 mL). 

[01 59] The organic phase was anhydrif led with sodium sulphate and the solvent was removed at reduced pressure. 
[0160] The residue was purified by silica gel cromatography eluting with n-hexane/ethyl acetate 1/9. 1 .24 g of the 
desired product were obtained. 

Yield 45%. MS (El, 70eV): m/z 544.3 (M+H) 



Elementary analysis: 


Calculated 
Found 


C:68.48% 
C:68.41% 


H:8.34% 
H:8.32% 


N:2.58% 
N:2.60% 



EXAMPLE 29 
[0161] 



H 




"C(CH3b 



(17p)-17[[(1 .1-dimethylethv[)aminolcarbonyllandrosta-3.5-dlene-carboxvllc acid (m-nitroxymethylphenol)ester (Uld) 

[0162] This compound was synthetized according to the synthesis described in example 28 using, as reagents, 
eprlsteride (Ul) (synthetized according to EP289327) and m-nltroxymethylphenot (Zl) synthetized according to example 
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27. 

Yield 47%. MS (El, 70eV): m/z 551 ,3 (M+H) 



Elementary analysis: 


Calculated 
Found 


C:69.79% 
C:69.84% 


H:7.69% 

H:7.68% 


N:5.09% 

N:5,11% 



EXAIViPLE 30 

10 

glucosamine nitrate salt (EXXXa) 
[0163] 



20 




(EXXX) (EXXXa) 



25 

[0164] AgN03 (78 mg, 0.46 mmoles) dissolved In 300 ^1 of H2O was added to a solution of di D-Glucosamine hy- 
drochloride (Sigma-Aldrich code G2206) (100 mg, 0.46 mmoles) in HgO (1 mL) under stirring and at room temperature: 
a precipitate was fonned (AgCI). The reaction was stirred for 1 0 minutes, was cooled at 0*^C and the solid was removed 
by centrifugence. The solvent was removed and the product was solld/sticlcy. The solid was washed many times with 
30 EtOH to obtain a powdery solid, mp 90-93''C 

EXAMPLE 31 

[0165] 



40 




1-ben2vl-3-[3-(dlmethylamlno)propoxvMH-lndazole nitric salt (ELXa) 

[01 66] This compound was synthetlzed according to the synthesis described In example 30 using, as reagent, ben- 
50 zydamine hydrochloride (ELXa) (Sigma-Aldrich code B5524). Yield 95%. 





Elementary analysis: 




Calculated 


C:61.28% 


H:6.50% 


N:15.04% 


55 


Found 


C:61.23% 


H:6.69% 


N:15.12% 
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EXAMPLE 32 



[0167] 



H 



N-methvl-3-(p-trifluoromethylphenoxv)-3-phenylpropylamlne nitric salt (UCXXXIa) 

[01 68] Tills compound was synthetized according to the synthesis described in exaniple 30 using, as reagent, fluox- 
etine hydrochloride (UCXXXI). 
Yield 93%. 



Elementary analysis: 


Calculated 

Found 


C:54.B4% 

C:54.92% 


H:5.14% 
H:5.37% 


N:7.62% 
N:7.62% 



EXAMPLE 33 



[0169] 



c6 " 



(+)'N-methyi-3-(1-naphthalenyloxy)-3-2'thienylpropylamine nitric salt (UXLIa) 

[0170] This compound was synthetized according to the synthesis described in example 30 using, as reagent, du- 
loxetine hydrochloride (UXLIa). 
Yield 89 %. 



Elementary analysis: 


Calculated 
Found 


C:59.98% 
C:60.07% 


H:5.59% 
H:5.56% 


N:7.77% 
N:7.71% 
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EXAMPLE 34 
[0171] 



10 




2-(m-hydroxy-N-tolylanilinomethyl)-2-imldazoline nitric salt (UVIIIa) 

[01 72] This compound was synthetized according to the synthesis described in exannple 30 using, as reagent, phen- 
20 tolamine hydrochloride (UVII!) (Sigma-Aldrich code P7547). Yield 92% 





Elementary analysis: 




Calculated 


C:72.57% 


H:6.B1% 


N:14.94% 


25 


Found 


C:72.51% 


H:6.83% 


N:14,87% 



PHARiVIACQLQGICAL EXAMPLES 



EXAMPLE 1 

30 

Absorption of the compounds of the invention by passive diffusion through biological membranes (gastrointestinal and 
cutaneous absorption) according to the model described by the first Pick law. In comparison with that of all known 
nitrate vasodilators 

35 [01 73] A model describing the absorption of molecules by passive diffusion through biological membranes (gastroin- 
testinal and cutaneous absorption) Is described by the first Pick law (see Amorosa "^Princlpl dl tecnologia farmaceutlca'' 

pag 491). 

[0174] We have calculated DA (mg/cm^) that is the absori^ed dose per unit area during a period of 15 minutes 
according to the model described by the first Pick law, as described In the document EPA/600/8-91 -01 IB, January 
40 1992, Interim Report. U.S. Environmental Protection Agency, Exposure Assessment Group, Office of IHealth and En- 
vironmental Assessment, Washington, DC. 

[0175] Since DA=Kp«CW't. we have before calculated LogP (logarithm of the distribution coefficient n-ottanol/water) 
as described in IVIeylan et ai J. Phamn. Sci. 1995; 84; pag. 83-92. Then, with it, we have calculated Cw that Is water 
solubility (mg/cm^) (according to Meylan et al Environ. Toxicol. Chem. 1996; 15; pag. 100-106). Pinaity we have cal- 
45 culated the permeability coefficient of the molecule from water (Kp, (cm/hr)) (as described in EPA/600/8-91 -01 IB, 
January 1992, Interim Report. U.S. Environmental Protection Agency, Exposure Assessment Group, Office of Health 
and Environmental Assessment. Washington, DC). 
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TABLE I: ABSORBED DOSE PER UNIT AREA DURING A PERIOD OF 
15 MINUTES OF THE COMPOUNDS OF THE INVENTION, 
ACCORDING TO THE FIRST PICK LAW, IN COMPARISON WITH 
THAT OF SOME KNOWN NITRATE VASODILATORS 





COMPOUND 


DA s absorbed dose 
(mg/cm^) per unit area 
during a period of 15 
minutes according to first 
Pick law, 


1 


Nitroglycerine 

ONQ; 


3.6- 10"^ 


2 


Isosorbide dinitrate 




3 


Isosorbide mononitrate 

cb 


1.8- 10"^ 


4 


Ntcorandil 


8.1'10-^ 


5 


Pentaerythritol tetranitrate 

OHOi QHO2 




6 


Sodium nitroprusside 


2.8- 10-® 
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Fe SN 




N N 



(EVa) 





7-10' 



8 



(ECLXilb) 




1.1 -lO'^ 



(RXCa) 




1.9-10-* 



10 



(ECVIII) 




8.9- 10-® 



11 




1.2-10- 



(ECVIIIa) 



3.3' 10-* 
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13 


(ECVIIc) 


2.5-1 0"® 


14 


(ECXCa) 

ONO2 

I H5C»»^< 1 H 1 fiHj 


8.9i0-® 


10 






16 


(ELXVc) 


8.4-10-^ 


17 


(Uld) 

H 

ONO2 \^'*"X3(CHA 


610"^ 



[0176] As shown by the results of table l» we have unexpectedly found that the compounds of the Invention have an 
absorption from 1 0 to 1 000 times slower than classic nitrate vasodilators (nitroglycerine, isosorblde dinitrate, isosorblde 
mononitrate, nicorandil, pentaerythrltol tetranltrate). 

[0177] This Is an Important therapeutic advantage because it is a controlled release of nitric oxide, that Is nitrates 
are transfomed metabollcally In vivo into nitric oxide but, as said before, Is essential that the rate of this release is not 
high to avoid hypotensive side effects and also potentially proinflammatory and proapoptotic side effects. 
[0178] The compounds of the invention can so be adsorbed much more slowly than classic nitrate vasodilators and 
for this reason they are devoid of hypotensive side effects as proved by example 3. 



167 



EP 1336 602 A1 



EXAMPLE 2 

Endogenous S-nitrosohemoglobin (SNO-Hb) levels In rat blood and after administration of N-f4-(5-p-tolvl* 
3-trif luoromethvl-1 H-pyrazoM "yl)phenylsulfonyl]-p-nitroxymethylbenzamlde (E(a) 

5 

[0179] A highly sensitive photolysis-chemiluminescence methodology was used. Nitric oxide, released from Hb-SNO 
through photolysis, was detected In a chemilumlnescence spectrometer by reaction with ozone (McMahon, T. J., and 
Stamler. J. S. (1999) Methods Enzymol. 301 , 99-114). 

[0180] Blood was obtained from the left ventricle (arterial) and jugular vein (venous) of anesthetized Sprague-Dawely 
10 rats: 1 2 were controls and 1 2 were treated with 1 00 mg/Kg of N-[4-(5-p-tolyl-3-trlf luoromethyl-1 H-pyrazol-1 •yl)phenyl- 
8ulfonyl]-p-nitroxymethylbenzamide (Ela). Red blood cells were Isolated by centrifugatlon at 800 g, washed three times 
In phosphate buffered saline at 4 ""C, iysed by the addition of 4-fold excess volume of delonized water containing 0.5 
mM EDTA and desalted rapidly according to the method of Penefsky at 4 °C. 

[0181] in 24 rats, Hb samples were divided in two aliquots which were then treated or not treated with 1 0-fold excess 
IS HgCl2 which can remove the signal of Hb(Fell)NO. 

[0182] N-[4-(5-p-tolyl-3-trif luoromethyl-1 H-pyrazol-1 -yl)phenylsu!fonyl]-p-nltroxymethylben2amlde (Ela) can signifi- 
cantly increase S-nitrosohemoglobin (SNO-Hb) levels both in rat arterial and in rat venous blood. 



TABLE III: 



Endogenous S-nitrosohemoglobin (SNO-Hb) levels in rat blood and after administration of N-(4-(5-p-tolyl- 

3-trifluoromethyl-1 H ^pyrazohl -yl)phenylsu!fonyl]-p-nitroxymethylbenzamide (Ela) 




Arterial SNOERR-Hb (nM) 


Venous SNO-Hb (nM) 


Endogenous levels 


311 +-55 


32 +-14 


Levels after administration of (Ela) 
(100 mg/Kg Lp.) 







EXAMPLE 3 

30 

Arterial blood pressure effects of oral administration of sodium nitropmsside and (1 1 B.I 6a)'9'fluoro-1 1 .1 7-dlhydroxy- 
21 -(p-nitroxymethylbenzoyloxy)-pregna-l ,4-diene-3,20-dione (ECXCa) 

[0183] Sodium nitroprusslde (0.5 mg/kg) in carboxymethylcellulose 0.5% or an equlmolar dose (1 .09 mg/Kg) of (1 1 p, 
3s 1 6a)-9-fluoro-1 1 ,1 7-dihydroxy-21 -(p-nitroxymethylbenzoyloxy)-pregna-l ,4-diene-3,20-dione (ECXCa) in car- 
boxymethylcellulose 0.5% or the vehicle alone (control group) were administered per os to 15 male wistar rats divided 
into 3 groups and after anaesthesia. 

[0184] Blood pressure was continuously recorded for 4 hours. 



TABLE II: 



RAT ARTERIAL BLOOD PRESSURE EFFECTS OF ORAL ADMINISTRATION OF SODIUM NITROPRUSSIDE 
(0.5 MG/KG) AND (11B.16A)-9-FLUORO-11 ,17-DIHYDROXY.21-{P-NITROXYMETHYLBENZOYLOXY) 
.PREGNA-1,4-DIENE-3,20-DIONe (ECXCA) (1.09 MG/KG) 


Control (%) 


Sodium nitropmsside (%) 


(ECXCa) (%) 


100 


76 


100 



[0185] These results prove that (1 1 p,1 6a)-9-fluoro-1 1 ,1 7-dihydroxy-21 -(p-nitroxymethylbenzoyloxy)-pregna-l ,4-dl- 
ene-3,20-dione (ECXCa) does not modify systemic blood pressure while sodium nitroprusslde can cause a marked 
so hypotension. 



Claims 

ss 1. Compounds of general formula (1), their phamiaceutlcally acceptable salts, their in vivo hydrolyzable prodrugs, 
their tautomers and their diastereomera 
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F"{X). (I) 



where: 



q is an integer from 1 to 5; 

- F is a molecule or a drug for prevention and treatment of Inflammatory, Ischemic, degenerative and proliferative 
diseases of musculosi<eletal, tegumental, respiratory, gastrointestinal, genito-urinary and central nen/ous sys- 
tems; 

- X is chosen among 3 groups of substituents, -M, -T and -V where: 

is chosen among the following groups which can release nitric oxide in vivo: nitrate ester (Al) 'ONO2; nitrate 
salt (All); nitrite ester (Alii) 

- ONO; thionitrite (AlV) -SNO; NONOate (AV) -NO(NO) 

1$ 

(Al) (All) (All!) (AlV) (AV) 



- the undulated line shows where and how is the bond which Is necessary to link M (on the right of the line) and 
the drug F (on the left of the line); 

- T is chosen among the following radicals, optionally sallfied: 

- O-R^-M; -O-R^-O-R^-l^;-O-R^-S-Ri-M;-0-Ri-NR2-RrM; 

- S-Ri-IVl; -S-Ri-0-Ri-M; -S-Ri-S-Ri-IVI; -S-R^-NRa-RrlVI; 

- NRg-Ri-M; -NR2-R1-O-R1-IVI; -NR2-RrS-R^-IVI; -NR2-R1-NR2-R1-IVI; 

• (CO)-Ri-IVIi -(CO)-Ri-O-Ri-M; •(CO)-Ri-S-Ri-M;-(CO)-Ri-NR2-Rt-M; 

• 0-(CO)-Ri-M; 

- R^-O-R^-IVI; -R1-S-R1-M; -Ri-NRa-Ri-M; 

- PO(0-)0-Ri-M; 

where M is described as above; 

R^- is a saturated or unsaturated, linear or branched allcylene, having from 1 to 21 carbon atoms or a saturated 
or unsaturated, optionally heterosubstituted or branched cycloallcyiene, having from 3 to 7 carbon atoms or 
an optionally heterosubstituted arylene having from 3 to 7 carbon atoms; 

R2 is H or a saturated or unsaturated, linear or branched allcyl, having from 1 to 21 carbon atoms or a saturated 
or unsaturated, optionally heterosubstituted or branched cycloall<yl, having from 3 to 7 carbon atoms or an 
optionally heterosubstituted aryi having from 3 to 7 carbon atoms; 

- R^- and -Rg may be substituted with -OH, -SH, -F, -CI, -Br, -OPO3H2, -COOH, NR2 or with a saturated or 
unsaturated, linear or branched alkyi, having from 1 to 10 carbon atoms or with a saturated or unsaturated, 
optionally heterosubstituted or branched cycioalkyi, having from 3 to 7 carbon atoms; 

- the bond between -F and -T is hydroiyzable in vivo by metabolic or enzymatic activity and in particular is a 
carboxyllc ester, a cartooxyik; amide, a glycoside, an aoetal, a ketal, an azo compound, an hydrazlde, a car- 
bammate, a thioester, a thioamlde, a phosphoric ester, a phosphonic ester, a sulphuric ester, a sulphonic 
amide, a sulphonic ester. 

- the above cited phannaceutically acceptable salts are salts from inorganic acid (e.g. nitrate, nitrite, chlorhy- 
drate, bromhydrate. sulphate, phosphate), salts from organic acids (e.g. citrate tartrate, acetate, mateate, 
fumarate, ossalate, p-toluensulphonate, methanesulphonate, ethansuiphonate, benzenesulphonate), from in- 
organic bases (e.g. ammonium, sodium, titium, potassium, magnesium, calcium and zinc salts) or from organic 
bases (e.g. ammonium salts of organic amines). 

The bond between -R^ and -M is described by the above cited formulae from (Al) to (AV) that is the undulated 
line shows here where and how is the bond which is necessary to link -M (on the right of the line) and -R^ (on the 
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left of the line); 

- V is cliosen among -Z-Mj, -O-Z-Mj, -N(R2)-Z-M2, -R^-Z-M2, -O-R^-Mj, -O-R^-Z-Mj where: 

- IVI2 Is chosen among -M. -R1-IVI, -O-R1-M, -S-Ri-M, -N(R2)-R,-M 
where R^, R2 and M are described as above; 

- Z-Mj Is choeen among the following radicals, optionally sallfied with nitric acid: 




(BIV) (BV) (BVI) (BVII) 




(BVIII) (BIX) (BX) 




(BXI) (BXII) (BXIII) 
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(BXVII) 



9 iyi2 >cv^cooH J^^^N^M2 ""^^l"' 



^OH 

(BXVIII) (BXIX) (BXX) (BXXI) 

(BXXII) (BXXIII) (BXXIV) 

T COOH 
>y^"Y^C°°" >Y"'^^^'^COOH HOOC'''"^Y^^ 



o iii2 O "^2 

(BXXV) (BXXVI) (BXXVII) 

QOOH 

HOOC ^ 

(BXXVIII) (BXXIX) (BXXX) 



M -^(M 




(BXXXII) 

(BXXXIII) (BXXXIV) (BXXXV) (BXXXVI) 
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(BXLI) (BXLII) (BXLIII) (BXLIV) 




(BXLV) (BXLVI) (BXLVII) (BXLVIII) 




(BUM) (BLIV) (BLV) 




(BLVI) (BLVII) 
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(BLXIV) (BLXV) (BLXVI) (BLXVII) 




(BLXVIII) (BLXIX) (BLXX) 




(BLXXI) (BLXXII) (BLXXIII) 

where: 

- R3 is chosen among -H, -OH, -NHg .-NOg. -CH3, -CN, -OCHg , - CHgOH, -COOH, -CHO, -F, -CI, -Br, •CF3; 
"L" is an oxygen atom -0-, a suiphur atom a nitrogen atom - NRg-, a selenium atom -Se- or a carbon atom 

'CR2R2**! 

- W is chosen among -CH=, =N-. -N+(0-)=; n^ Is an integer from 0 to 3; ng Is an Integer from 1 to 6, preferably 
from 1 to 4; 

R^, R2, are described as above: 

• the dotted line Is a simple bond or a double bond; -Ar^- is an optionally heterosubstltuted arylene having from 
3 to 7 carbon atoms; 

• the undulated tine shows where is the bond between -V and the drug -F; 

• the bond between -F and -V Is hydroiyzable In vivo by metabolic or enzymatic activity and in particular Is a 
carboxylic ester, a carboxyllc amide, a glycoside, an acetal, a Icetal, an azo compound, an hydrazide, a car- 
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bammate, a thioester. a thioamide, a phosphoric ester, a phosphonic ester, a sulphonic amide, a sulphonic 
ester. 

Compounds according to claim 1 , In which -X is chosen among nitrate salt (Ail) in a stoichiometric ratio with F of 
at least 1:1 and the following monovalent radicals -Y^ optionally sallfied with nitric acid: 




(Cal) 



ONO2 



(CalV) 
O2NO— < [ 



(CaVII) 



(Call) 



(Calll) 




(CaVIII) 



(CalX) 
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NHCOCH3 


O2NQ Jv OH 


I 


0 


0 


(CaX) 


(CaXI) 











OiNC 




02N 




(CaXIII) 

OH 
OH 



(CaXII) 

(CaXIV) 




(CaXVI) 

O ONO2 
^^'CN'^COOH 

ON02 
(Cbl) 

(CblV) (CbV) 



ONO2 

6NO2 ONO2 
(Cblll) 

QOOH 

COOH 

ONO2 

(CbVI) 

NH 




jPoN02 ..^^^.^^J^ O.NO-'^^. 



^0 ONO2 ONO2 ONO^ 

(CbVII) (CbVIII) 

O ONO2 NH2 ONO2 
ONO2 ONO2 0 

(CbX) (CbXI) 



■0NO2 
ONO2 



(CblX) 
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9 9NO2 

0N02 

(CbXIl) 

p 9N02 9N02 



COOH 0.N0 9N0a 

(CbXlll) (CbXVI) 
O PNO2 9NO2 

COOH O 

ONO2 ONO2 
(CbXVIII) (CbXlX) 



><!^yt^^°°" 

ON02 ON02 ON02 ON02 ON02 

(CbXVII) 



.ONOj 



(Ccl) 



(Cell) 

(CcIV) (CcV) 
(CcVII) (Cc\ 



(Cell I) 
(CcVI) 

JNO, 



(CcX) 

^fj-^ 



H & 

(CcXI) (CcXIl) 

ONOa ^-v^0N02 



(CcXIII) 



N03- 

(CcXVI) 



(CcXIV) 

(CcXVII) 



(CcXV) 

N03- 
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llHCOCHa NHCOCH3 




(CeVIII) (CelX) (CeX) 




(CfVll) (CfVIII) 
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(Cgl) (Cgll) (Cglll) 

\ / OCH2OCH3 ^ \ / * N — OCH2OCOCH3 

(CglV) (CgV) 

-OH n 




(CgVII) (CgVIII) 



Vt-o- rI O- 

(CglX) (CgX) (CgXI) (CgXIl) 

" " ONO2 COOH 

(Chi) (Chll) 




QOOH 



(ChlV) 
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X 



0N02 




(ChVII) 



(ChVIII) 

)N02 




ONO2 ^ 




(ChlX) 



(ChX) 



where: 



• the clotted line is a simple bond or a double bond; 

• the undulated line shows where Is the bond between -Y^ and the drug -F; 

- the bond between -F and -Y^ Is hydrolyzable In vivo by metabolic or enzymatic activity and in particular is a 
carboxylic ester, a carboxylic amide, a glycoside, an acetal, a ketal, an azo compound, an hydrazide, a car- 
bammate, a thloester. a thioamide, a phosphoric ester, a phosphonic ester, a sulphonic amide, a sulphonic 
ester. 

Compounds according to claim 2, In which -X Is chosen among nitrate salt (All) In a stoichiometric ratio with F of 
at least 1 :1 and the following monovalent radicals -Y2 optionally sallfied with nitric acid: 




(Call) 



(Catll) 
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9'^°2 ONO2 



O2N1 



(CalV) 



(CaV) 



(CaVI) 
NH2 




(CaVII) 



(CaVIII) 

NHC0CH3 



(CalX) 



O2N 




ONS, 




02NC 




0-i 



(CaX) 



(CaXI) 



(CaXII) 



(CaXIII) 



02N0v. H3O 




(CaXIV) 



O2NO 




(CaXVI) 



O2N 
(CaXVI) 



CH3 

SNO 




'CH3 
SNO 

O 

(CelV) 

COOH 



Hjcr' 



(CeX) 



(Cetll) 

0 ONO2 COOH 

ONO2 O ONO2 ^ i 

(Cbl) (CbVI) 



PH2 



N— O- 
(Cgl) 



- Where the bond between -Yg and the drug -F, In the point shown by the undulated line Is a carboxyllc ester or 
a catboxylic amide. 

Compounds according to claim 3 in which -X Is the following monovalent radical -Y^ (paranltroxymethylbenzoyl): 
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where the bond between -¥3 and the drug -F, in the point shown by the undulated line, is a carboxylic ester 
or a carboxylic amide. 

Compounds according to claims 1-4 in which q is 1 . 

Compounds according to claims 1 -5 in which -F is chosen among the following 8 groups of molecules (from 1 A to 
8A) which are identified by their own INN ("International Nonproprietary Name", from "World Health Organization" 
database) or by their own company code or by their own chemical name. 
GROUP 1 A: 

-tocopherol, ^2^tocopherol, S-tocopheroi, e-tocopheroi, ii-tocopherol. p-tocopherol, y-tocopherol, a-tocopherol, 
1 7P-estradiol, 21 -acetoxypregnenolone, 6-mercaptopurine, Ba-hydroxy-riboflavin, abetlmus, aceclofenac, 
acemetacin, acetaminosaloi, acetoxolone, acexamic acid, aconitine, 3*acetylconitine, actarit, adapalene, adxan^ 
thromycin, ajulemic acid, aiclofenac, aiclometasone, aldesleukin, algestone, aionacic, allopurinol, alminoprofen. 
amcinafal, amcinonlde, amebucort, amelometasone, amfenac, amiprilose, amixltrene, ampiroxicam, amrlnone, 
amtolmetin guacit, anaklnra, anirolac, anisperimus, anitrazafen, apafant, apazone, aprepitant, araprofen, arte- 
canin, asimadoline, asobamast, aspirin, ascomycin, ataquimast, atiprimod, atizoram, atliprofen, atrasentan, atre- 
leuton, aurothioglucose, aurothlomaiat, aurothlomallc acid, azapropazone, azaspirane, azastene, azathloprlne. 
azimexon, azure A, azure B, azure C. bakeprofen, bamaqulmast, balsalazlde, basiliximab, batimastat, beclometa- 
sone, bendazac, benorylate, benoxaprofen, benzbromarone, benzplperylone, benzydamine, bepafant, berberlne, 
benmoprofen, betamethasone, betamethasone acibutate, beiwutine. bilirubin, biliverdin, bifeprofen, blmosiamose, 
bindarit (EUCVti), bosentan, boswelllc acids, brasilicardin a, brequinar, bromfenac. bromhexine, bromisoval, bro- 
mosaligenin, broperamole, buclllamlne, bucloxic acid, bucolome, budesonide, bufexamac, bufezoiac, bulieyaco- 
nitine, bumadizone, busulfan, butanlxin, butlbufen, butixirate, butlxocort, cartenoxolone, canin, carprofen, celecox- 
ib, chenodeoxycholic acid, chloroprednisone, chloroqulne. ciamexon, ciclesonlde, cicloprofen. cinaproxen, cln- 
fenoac, cinmetacin, cipemastat, ciproquazone, clamidoxic acid, clidanac, cilprofen, clobetasol, ciobetasone, ciobu- 
zarit. chlorin e6, chlorophyll, clocortolone, clofenamic acid, clofexamide, clofurac, clometacin, clonixin, clopirac, 
cloticasone, cloprednol, cloximate, cobanamlde, colchicine, colfenamate, coproporphyrin (I, II, III), connetasone, 
cortisone, cortlvazol, cortodoxone, cridanimod, cyclophosphamide, cyclosporin (A,B,C,D,G), 10-deazaamlnopter- 
in, dacopafant. daltroban, dapitant, darbufetone. daaisentan, defiazacort. defoslimod, dehydrochoiic acid, deimet- 
acin, deioxolone, deltibant, deracoxib, desclnolone, desonlde. desoximetasone, dexamethasone, dexamethasone 
acefurate, dexamethasone-21 -phosphate, dexbudesonlde, dexibuprofen, dexlndoprofen, dexketoprofen, dex* 
pemedoiac. dextiopronin, deuteroporphyrin IX, diacerein, diclofenac, diclonlxin, difenamizole, difenpiramide, diflo- 
rasone. diflucortolone, diflumidone, difiunisal, difiuprednate, diftalone. diethylhomospemnine, dimepranol, dipy- 
rocetyl, dipyrone, dlphenyieneiodonium, ditazole, domoprednate, droclnonlde, dronabinol, droxicam, duometacin, 
edatrexate, eltenac, emorfazone, emoctakin, endrysone, enfenamic acid, enolicam, enoxolone, enrasentan, epi- 
rizole, eremophyllene a, esculamine, esculentin A, esflurblprofen. esonarimod, esonarimod, estriol, etersalate, 
etodolac, 12-epi-scaiaradiai, etofenamate, etoricoxib. everolimus, ezlopitanti falcinonide, famprofazone, feibinac, 
fenamole, fenbufen, fenclofenac, fenclorac, fenclozic acid, fendosal, fenflumizole, fenleuton, fenoprofen, fenplpal- 
one, fentiazac, fepradlnol, feprazone, figopitant, flavine-adenine dinucleotide, flavonone hydrazone, flazalone, flo- 
sulide, fiobufen, fluarandrenollde, fluazacort, flucioronide, fludrocortisone, flufenamic acid, fiumetasone, flumizole, 
fiunlsollde, fiunlxin.flunoxaprofen, fluocinoione acetonlde, fluocinonlde, fluocortin, fiuocortolone, fluorometholone, 
fluperolone, fluprednidene, fluprednlsoione, fluprofen, fluproquazone, fluquazone, flurbiprofen, fluretof en, flutlazin, 
fluticasone, foiinic acid, forfenimex, fonnocortai, foropafant, frabuprofen, furaprofen, furcloprofen, furobufen, furo- 
fenec, ganaxolone, gentisic acid, gestodene, glaspimod, glatlramer, glucametacin, glycol salicylate, glucosamine, 
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gold thiomalic acid, guaiazulene, gusperlmus. halclnonlde, halobetasol, halometasone, halopredone, hepatyrix, 
hemin, hematoporphyrin IX, hematoporphyrin D, hemlpyocyanine, hexaprofen, higenamine, hydrocortamate, hy- 
drocortisone, hydroxychloroquine, 3-hydroxyparthenollde, kutkoside, ibufenac, Ibuprofen, Ibuproxam, Icariin, icat- 
Ibant, llomastat, llonldap, imiqulmod, Indobufen, Indonfieiacin, Indoprofen, Inosine, Intrazole, lotroxic acid, iodlnln, 
Isatoribine, isofezolac, Isoflupredone, Isonixin. isoprednidene, Isoprofen. Isoxepac, Isoxicam, israpafant, ivarlmod, 
ketoprofen, ketorolac, ketorolac tromethamlne, ketotrexate, koblln. laflunlmus, labradlmil, lanepltant. lappaconl- 
tine, leflunomlde, levemlsole, lexipafant, lexofenac, llmazocic, llcovek, livax, lisofyillne, lobenzarit, lobuprofen. 
lofemlzole, lonaprofen, lonazolac, lornoxicam, losmiprofen. loteprednol etabonate, lotifazole, loxoprofen, lubelu- 
zole, nnabuprofen, mafosfamlde, marlmastat, mazlpredone, meclofenamic acid, meclorlsone, medrysone, 
mefenamic acid, mellttin, meloxicam, meprednlsone, mesalazine, meseclazone, mesoporphyrin IX, metacetamol, 
metanixin, metbufen, methotrexate, methocarbamol, methylprednlsolone, methylprednisolone suleptanate, meth- 
ylcobalamin, methimazole, metiazlnic acid, metronidazole, mexoprofen, minocycline, minopafant, mipragoslde, 
miroprofen, misoprostol, mitoxantrone, mizoribine, modafinil, modipafant, mobenakin, mofebutazone, mofetil, mof- 
ezolac, mometasone, morazone, mornlflumate, moxllubant, mycophenolate mofetil, myoral, N-deacetylranaconl- 
tine, N-deacetylfinaconltine, N-deacetyllappaconltlne, N-methyl-protoporphyrin IX, nabumetone, naflocort , nagar- 
ine, napirimus, naproxen, nemorobucin, nepadutant, nepafenac, nicortonlde, niflumicacid, nimesulide, niometacin, 
nitraquazone, N-desmetylbenzydamine .nivacortol, nolpitantium, nupafant, octisaiate, odalprofen, olsalazine, 
oleanollc acid, onapristone, oprelvekin, orpanoxln, orazlpone, osanetant, oxaceprol, oxametacin, oxaprozin, ox- 
eplnac, oxlndanac, oxipurinol, oxoiamine, oxyfenamate, oxyphenbutazone, paclitaxel, paeony, paracetamol, 
paramethasone, paranyline, parecoxib, parthenoiide, parsalmide, peiublprofen, pemedolac, penicillamine, pento- 
statin, pentoxifylline, perisoxal, perizoxal, petrosaspongiollde M, phenylbutazone, piclamilast, picroside I, pidola- 
cetamol, pidotimod, pidotimod, piketoprofen, pilocarpine, pimecrollmus, pimetacin. pipebuzone, piperylone, plra- 
zolac, pirtenidone, piroxicam, plrprofen, pltonakln, pralnacasan. pranoprofen, prasterone, prednazate, prednazo- 
llne, prednicarbate, prednisolone, prednisolone 25-dlethylaminoacetate, prednisolone sodium phosphate, pred- 
nisone, prednival, prednazoline, prednylidene, prefenamate, prifelone, prinomastat, prinomide, probenecid, proc- 
odazole, proglumetacin, propacetamol, propyphenazone, proquazone, prospldium, protizinic acid, protoporphlrin 
IX, quercetin, rameswaralide, ramifenazone, ranaconltlne, rapamycin, resiqulmod, reslqulmod, resocortol, rhein, 
ribavirin , riboflavin, riboflavin monophosphate, riboflavin tetrabutyrate. riboflavin triacetate, triptollde, ridogrel. 
rimexolone, rimonabant, rocepafant, rofecoxib, romazarit, romurtide, roqulnimex, s-adenosylmethionine, salaceta- 
mide, salicyiamide, saiicylamide o-acetic acid, salicylsulfuric acid, salaspenmic acid, salnacedin, salsalate, saredu- 
tant, scyphostatin, seclazone, secotanaparthenollde, seprilose, semfietacin, setipafant, sibenadet, sirollmus, si- 
taxentan, sodium hycluronate, sonemnin, solimastat, stepronin, stercobllin, sudoxicam, sufosfamide, sulfaloxic ac- 
id, sulfasalazine, sulfinpyrazone, sulindac, sumacetamol. suprofen, susallmod, susallmod, suxibuzone, tacrolimus, 
talmetacin, talnetant, talnlflumate, talosalate, tanetin, tanomastat, tarasentan, tauroselchollc acid, tasonennln, 
tazeprofen, tazofelone, tebufelone, temarotene, tenidap, tenoxicam, teceleukin, tepoxalln, teriflunomlde, terofena- 
mate, terprenin, teslcam, tesimide, tetrandrine, tetriprofen, tezosentan, thalidomide, therafectin, thielocin B3, thi- 
azolinobutazone, thiethazole. thymocartin, thymopentin, thymotrinan, tianafac, tiaprofenic acid, tiaramide, ticolu- 
bant, tlfacogln, tiflamlzole , tifurac, tilmacoxib, tllnoprofen arbamei. timegadine. tinorldlne, tloplnac. tlopronin, tlox- 
aprofen, tiprotlmod, tixocortol, tobramycin , tolfenamic acid, tolmetin, tomoxiprole, tresperimus, triamcinolone, 
1-(2'trifluoromethylphenyi) imidazole, 1H-[1.2,4lOxadlazolo[4,3-a]quinoxalln-1-one, tribuzone. triclonlde, trlfezol- 
ac. triflumidate, trimetrexate, triptollde, tripedane, triptochiorollde, tripdiolide, triptonide, triptolidenol, trlptriollde. 
16-hydroxytrlptollde, tripterine, triptotriterpenic acid B, 12-methoxy trlptonoterpene, tropesin, tucaresol, tulopafant, 
ubenimex, ufenamate. ularitide. ursodeoxycholic acid, ursulcholic acid, urobilin, uroporphyrin (I, III), valacyclovir, 
valdecoxib, valganciclovir, vedaprofen, vitamin E acid succinate, vitamin E nicotinate, vofopitant. xanoxic acid, 
xenbucln, xlmoprofen, zaitoprofen, zidometacin, zileuton, zollprofen, zomeplrac, a-bisabolol, yunaconitine, witfor- 
lide A, wilforlide B, A-176120, A-1 97574, A-119435, A.205804, A.241548, A-252444.0, A-293507, A-771726, A- 
77951 , ABS-1 03, ABT-281 , ABT-839. AGIX-4207, AGT-1 , ALX-0600, AM-6898A. AIVI-6927. AM-724, AM-80, AP- 
1903. APC-2059, APO-601. AR-C73346XX, ARM-434, ATM-027, ATM-027, ATL-2502, BASB024, BAS6033, 
BASB034, BAY'1 2-9566, BAY-U-3405, BB-2275, BBIC, BB-2827. BB-76163, BCX-1 777, BCX-34, BF-389, BIVIS- 
184000, BMS-188667, BMS-1938B4, BMS-214662, BMS-453, Bio-1211, Bio-1272, BX-471, BXT-51072, CARN- 
1000, C-220, CBF-BS2, CBP-1011, CC-1069, CC-1088, CC-3052, CDB, CDC-501, CDC-801, CDF-671, CGP- 
28238, CGS-33090A, CHI 621, CK-17, CK-101A, CK.102, CK-103A. CK.112, CK-113, CK-114, CK-115. CK-116. 
CK-119, CK-120. CK-122, CK-111, CK-117, CK-118, CK-121, CK-123, CK-124, CK-125, CK-126, CK-127, CK- 
128, CK-130. CK-131. CK-132. CK-133, CK-134, CK-135, CK-136, CK-137, CK-138, CK-139, CK-140. CK-141, 
CK-142, CK-143, CK-144. CK-145, CK-146, CK-147, CK-148, CK-149, CK-150, CK-151, CK-152, CK-163, CK- 
154, CK-156, CK-160, CK-163. CK-CLASP-1, COX-189. CPH-82, CP-123369, CPM714, CR-3294, CS-670, 
CSiMM-1 , CT-12441, CT-5219, CT-757, CT-767, CT-5269, CY-9701, DA-9601 , D-1927, D-609, D-9120, DMP777, 
DPC-789, DU-6712, DUP-697, DX-88. E-5110, E-5531 . E-5564. E-6080, ER-34122, ERL-080, FK-506, FO-6904, 
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FR-1 67344, FR-1 53657, FR-228352, FTY-720, G009. GI-245402, GL-701 . GP(-1046, GPI-6150, GR-205171 , GR- 
253035, GW-4063B1, GW-468816. GW-273629. GW-274150, HCL-113, HE-2200, HEP-889, HMR-3408A,' HS- 
378, IC-14, IC-202A, IC-202B. IC-486. ICN-17261. IM-46068, IR-208. IR-208, IR-501, ISA(TX)247. ISIS-104838, 
ISIS-13280, ISIS-13989, ISIS.16374, ISIS-17044, ISIS-17470. ISIS'18155. ISIS-18669, ISIS-19493, ISIS-2302, 

5 ISIS-3082. ISIS-25302, ISIS-27104, IVL-746, J-104132, J-1 13397. J-1 13863. JJ-319, JTE-522, K-1115A. KE-298! 

KE-748. KE-758. KF-20444. KME-4, KT-651, L-1 67307, L-3002. L-685818. L-732531, L-733725. L-745337. L- 
761000. L-766112, L-776967. L-778123. L-778736. L-784506, L-7846i2, L-788123, L-791456, 1-818571. LDP- 
02, LF-1 73657, LF-1 60335, LF-1 60687, LJP-394. LJP-712, LK-413. LU-1 35262, LY-262691. LY-242040, LY- 
311727, LY-733725, M-40403, MC-1R, MCP-3, MDL-108180, MDL-201112, MK-591, MK-0663, ML-3000. ML- 

10 3116, ML-3176. ML-3177, MNA-715. MSP-771 , MSP-771 , MX-32. MX-56. MX-68. NBI-5788. NMI-377, NS-398, 

OB-101, OB-186, OM-89, OM-294DP, ONO-NT-126, ONO-4817, ONO-AE-1329. OP-229-648. OP-2000, PCM-4. 
PD-057081, PD-098059, PD-1 59879, PD-56840, PD-980589, PEP-1261, PGE-2946979. PGV-20229, PIXY-32l! 
PMX 622, PNU-1 68727, PNU-190192, PP1D-1, PS-508, PTI-601, R-l 15777. R-1 25224. R-1 73262,' RAD-OOl! 
RO-320-1195, RO-32-3555, RPR-130401,RPR-200765A, RS-1 30830, RS-57607, RVC'688, RVC-589, RVC-593! 

IS RVC-595. RVC-596, RVC-597. RVC-598. RVC-599, RVC-600, RVC-601 , RWJ-67504. RWJ^7657, RWJ-68354, 

S-19812, S-2474, S-27609, S-33516, SA-6541 , SA-9499, SB-202190, SB-203580. SB-203580, SB-206718. SB- 
209670, SB-210313. SB-217242, SB-217969, SB-220025, SB-226882, SB-242235, SB*262105, SB-273006. SB- 
683698, SC-236, SC-26196, SC-77537. SC-299, SC-558, SC-560, SC-57461A, SC-57666, SC-58125, SC-58236, 
SC-58451, SCH-218157. SCH.23863, SCH-66336, SCIO-469. SCV-07. SDZ-RAD, SDZ MDL-987, SDZ-281240, 

20 SDZ ASM-981. SEK-1005. SH-636, SI-3501, SIT-115, SKF-105809, SKF-86002, SP-057. SP-4-1, SP-600125, 

SPA-1 761 B, SR-31 747, SR-140333A. SU-1 01 . SU-20, T-614. TAK-044. TAK-603, TAN-2474A. TBP-1 , TBC-3486, 
TBC-3342, TMC-2A. TMC-2B. TMC.2G, TMC-95A, TMX-67. TR.9109. TP-10, TRK-530, TS-932, TSL-225. U- 
19451 A, VK-19911 , VML-295, VRT-37742, VX-148, VX-702. VX-740 (HMR-3480). VX-765, VX-944. VX-954, WA- 
8242B, WF-27082B, WIN-64338, WY-1 4643, Y-39041 . WY-48489, Y-700, Z-53, ZD-231 5. ZD-641 6. ZD-7349. ZD- 

25 7349A, ZK-809984, ZK-81 0000, 1 400W 

GROUP 2A: 

1-a-hydroxy-vitamin D2, 17p-estradlol, 22-oxy-calcitriol, 24,28-methylene-1-a-hydroxy-vitamln Dg, 3-allyIfarnesol, 
4B4-6-21 , 4-hydroxy-tamoxlfen, A-1 761 20, A-1 97574, ablraterone , ABT-839, AGlX-4207, AGT-1 , alendronic acid, 
altrenogest. AP-21946, AP-22188, AP-22408, AP-22409, AP-22650. APC-3328, arginylglycylaspartic acid, ar- 

30 zoxifene, avicatonin, bafilomycin A1, BB-2275, BF-38g, BMP-17, BMS-214662. butedronic add. calcifediol, cal- 

clpotrlol, calcitonin, calcltriol. celecoxib, CGP-77675, CHF-3142, CHF-3150, CHF-3316.01, CLIK-071, GLIK-164, 
CLIK-166, clodronic acid, clomffene, colecalciferol, concanamycin A, COX-189-, CP-336156, CP-336156, CP- 
424391, cystatin C, D-609, DCR5, deamlnohydroxy-toremlfene, deracoxlb, desogestrel, DF-1601A, dlenogest, 
dlhydroraloxifene, dihydrotachysterol, 21 ,25-dihydroxycholecalclferol, doxercalclferol, droloxlfene, E2-BP. E-5110, 

3s ED71 , elcatonln. EIVID-84444. enclomifene. ergocalciferol, esomeprazole. esonarimod, estradiol, etidronic acid, 
etonogestrel, examorelin, 775B, FA-70D, falecalcltriol. FC-1271, flocalcltrlol, formebolone, FR-167356, FR- 
177995, GGTI-2166, GGTI-298, HEP-187, HEP-689, HMR-3339A, HMR-3408A. ibandronicacid, idoxifene, IGF-1/ 
BPII, IIVI-46068, incadronic acid, inocoterone, ipn'navone, ISiS-1 04838. ISIS-17044. ISIS-27104. KE-298, KE-748. 
KE-758, KME-4, KW-8232. L-1 67307, L-778123, L-788123, lansoprazole, lasofoxifene, leminoprazole, levormel- 

40 oxifene, levosimendan, lidadronic acid, liposomal lsa-13-1, MDL-201000, l\/IDL-201003, l\/IDL-201053, MDL- 

201112, medronlcacid, medroxyprogesterone , mesabolone, minodronic acid, mlproxifene, NDE-1003, 4-hydroxy- 
tamoxifen, N-desmethyl-tamoxifen, neridronic acid, nitromlfene, NNC-45-0095, nomegestrol, norelgestromin, 
norethindrone , norethisterone. NPS-2143. NIPS-2143. NSL-1406, NVP-AAK980, NVP-AAK-980, olpadronic acid, 
omeprazole. OPG. ORG-30659, omieloxifene. osaterone. oxldronic acid, pamidronic acid, panomifene, pantopra- 

45 zole, PCM-4, PD-098059, PD-098059, PD-980589, PGE-336646, plpendoxifene, plridronic acid, pllcamycin, pral- 

nacasan, progesterone, promegestone, R-1 15777. rabeprazole, raloxifene, raneiic acid, risedronic acid, RO- 
26-9228, roxibolone, RPR-1 30401 . RPR-200765A, RPR-200765A, RWJ-67657, RWJ-68354, S-2474. SB-2021 90, 
SB-203580, SB-206718, SB-210313, SB-220025, SB-223245, SB-242235, SB-242784. SB-242784, SB-265123, 
SB'267268, SB-273005, SC-56831 , SC-68448, SCH-80663, SCH-66336, SCIO-469, SCRC-2941-18, secalcifer- 

50 ol, secalclferol, semparatide, SH-636, simendan, SKF-105809, SKF-86002, solimastat, SR-31 747, SUN-E3001. 

T-614, TAK-778, TAN-2483A, TBP-1 , tamoxifen, tenatoprazole, terlflunomlde, teriparatlde, teriparatide, tibolone, 
tllmacoxlb, tlludronic acid, TJN-135, toremlfene, trenbolone, trimegestone, trimgesterone, trioxifene, TSE-424, val- 
decoxib, vinigrol, vitamin D^. vitamin D2, vitamin D3, vitamin Dg-l-retinate, vitamin D4, vitamin D5, vitamin Kg, VK- 
19911 , VX-702. VX-740. VX-745. VX-765. VX-964. WY-47766. XT-238. XT-44, XT-533. XW-630, YM-175, zanot- 

ss erone. ZG-2807A. zindoxifene. zoledronic acid, zuclomifene 
GROUP 3A: 

ABT-594, ADL-1 0-01 01 . ALX-0646, 5-bromosallcyllc acid acetate, acetaminophen, acetylsallcylsallcylacid, 2-ace- 
tylsalicylamido-4-plcollne, alendronic acid, alfentanll, allmadol, alletorphlne, allylprodine, almotrlptan, ainidltan. 
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aloxiprin, alphaprodlne, alplroprlde, ALX-0388, ALX-0646, AIVI-374. AM-404, amlnochlorthenoxazin, aminopropy- 
lon, aminopyrlne, anandamide, anileridine, anilopam, antlpyilne, antrafenine, apadollne, aprepitant, aslmadollne, 
aspirin, avitriptan, benzydamlne, banzylmorphine, bezitramide, BCH-2963, BIBN-4096BS, botullnum toxin type A» 
bremazoclne, brlfentanll, bromadoKne, bucetin, buprenorphine, butacetin, bupivacaino, butlnazoclne, butorphanol, 

5 calcium acetylsalicylate, capsavanil. carbamazeplne, carblphene, carfentanil, carsalam, chlorthenoxazlne, cln- 

chophen, ciprefadol, ciprofloxacin, ciramadol, cizollrtine, clodronic acid, cionitazene. clonixerll. cloracetadol. co- 
deine, cogazocine, CP-96345, CP-99994, CP-65940, cropropamide, crotethamlde, dapltant, delmoplnol, deso- 
morphlne, dexoxadrol, dextromoramlde, dexmedetomldlne, dezocine, diampromlde, dibusadol, dldemnln B, 
difenamlzole, dihydrocodeine, dlhydroergotamlne, dihydromorphlne, dlmenoxadol, dimepheptadol, dimethylthla- 

10 mbutene, dioxaphetyl. dipipanone, diproxadol. dipyrocetyl, dipyrone, divalproex, dolasetron, donitriptan, dota- 
rlzlne, doxplcomine, E'2078, eletriptan, emorfazone, enadoHne, epirlzole. eptazoclne, epibatidine, ergocornine, 
ergocornlnine, ergocryptlne, ergotamine, eseridine, esketamlne. ET-142, ethenzamlde, ethoheptazlne, ethoxa- 
zene, ethylmethylthiannbutene, ethylmorphlne, etodolac, etofenamate, etonitazene, ezlopitant, F-11356, famprid- 
ine, fenoprofen, fentanyl, figopltant, fiienadol, FK-888, floctafenine, flufenamic acid, flumedroxone, fiumexadol, 

'5 fluoresone, fluoxetine, flupirtine, fluradoline, flurbiprofen, fonazlne, fosfosal. frakefamlde, frovatrlptan, gaboxadol, 
ganaxolone, GI-87084B, glafenine, GR-73632, GR-82334, GR^203040, GV-150526, GV-228869, GV-213237, GV- 
196771, GV-21 7828, GW419458, hydrocodone, hydroxypethldine, HU-210, Ibandronic acid. Ibazocine, icatlbant, 
ICI-1 74864. Incadronic acid, indomethacin, iprazochrome, isoladol, IS-159. Isomethadone. JTE-522, JWH-051, 
JWH-015. l<etazocine» ketobemidone, ketoprofen, ketorfanol, ketorfanol, ketorolac, L-365260, lanepltant. lappa- 

20 conitine, lefetamine, letimide, levonantradol, levorphanol, levobuplvacalne, lldadronic acid, lisurlde. lofentanll, lom- 
erlzlne, lorclnadol, L-732138, L-758298, L-769633, L-759656, L-759787, L-768242, L-775606, LY-235959, LY- 
274614, LY-303870, LY-334370, LY-344864, LY-334370, IWBT, MDL-747216, meperidine, meptazinol, metaceta- 
mol, metazoclne, metergotamlne, methadone, methotrimeprazlne, methyldiliydromorphine, methyserglde, 
metkephamid, metociopramlde. metofoline, metopon, mexlletine, mimbane, minodronic acid, mirfentanil, MK-801 , 

25 moHnazone, morpiilne, moxazocine, MR-2266, MT-500, myfadol, myrophine, nabitan, nafoxadol, nalbuphine, nal- 

pltantium, nalmexone, nantradoi, naproxen, naproxol, naratriptan, narcelne, nefopam, nefopam, nepadutant, ner- 
bacadol, nexeridine, nicocodine, nicodicodine, nicomoiphine, nifenazone, nonlvamide, norcodelne, norlevorpha- 
nol, nomfiethadone, normorphine, norpipanone, NS-398, ocfentanil, 0HI\/I3295, olvanil, osanetant, oxapadol. ox- 
etorone, oxitrlptan, oxycodone, oxymorphone, pamldronic acid, paracetamol, parsalmlde, p-bromoacetanilide. PD- 

30 117302, PD-1 54075, pentazocine, perisoxal, phenacetin, phenadoxone, phenazocine, phenazopyrldlne, phenira- 
midol, phenocoll, phenoperidine, picenadol, pidolacetamol, piminodlne, pinadoline, pipradlmadol, pipramadol, pir- 
Itramlde, pizotyline, PL-017, p-lactophenetide, PNU-1 09291. pravadollne, pravadollne, prodilidlne, prodolic acid, 
profadol, proheptazine, promedol, propacetamol, propiram, propoxyphene, propofol, proxorphan, quadazocine, 
R-84760, remifentanil, rlmazolium, rimonabant, risedronic acid, rizatriptan, ropivacaine, RP-60180. RP-67580, 

35 RP-68651, RPR-100893, RS-127445, S-19014, salethamlde, salicin, sameridine, salverine. saredutant, SB- 

209509. SB-218842. SB-220453, SB-235863, SCH-23390, SCH-50971, SDZ-NICr-343, sergolexole. simetride, 
SNF-8702, SNF-8814, SNF-8820, SNF-9007, spiradoline. SR-140333. SR-141716A, SR-142801. SR-144628. 
SR'48965. SR-48968, sufentanil, sumacetamol, sumatriptan, suprofen, talnetant, tetrandrine, thiambutene, lldem- 
bersat, tifluadom, tliidine, tiludronic acid, tinoridlne. tolpadol, tonaberstat, tonazocine, toplramate, tramadol, trefen- 

40 tanil, triclacetamol, tropoxin, U-50488H, U-62066, U-69593. veradoline, verilopam, viminol, vofopitant. volazocine. 
xorphanol, WIN-55212-2, zatosetron, zenazocine, zoledronic acid, zolmitriptan, zucapsaicin, ziconotide 
GROUP 4A: 

5i-tocopherol , ^2-tocopherol, a-tocopherol , 6-tocopherol, e-tocopherol, Ti-tocopherol, p-tocopherol, y-tocopherol, 
atizoram, 6-azaurldlne. 8a-hydroxy-rlboflavln, acltretin, adapalene, algestone, y-aminoievulinic acid, amiexanox, 

45 anthralin. azaribine. azelaic acid, APC-2069, ASI\4-981, becaplermin, bergaptene, bexarotene, BMS-1 85411, 

BI\/lS-297208, bucladesine, butantrone, calclpotriene. cedefingol, chrysarobin, cioteronel, CIVII-392, CP-80633, 
GPR-1162, cycloheximide, cyproterone, cyloxazone, dapsone, dexamethasone, FR-900520, domoprednate, 
enazadrem, ER-38930, ER-41666, etretinate. FK-508, H-1305, HU1124, hyaluronic acid, hydrocortisone, IR-502, 
ISIS-12854, ISIS-18268, L-762943. lactic acid, lexacalcitol. lobophorin A, lonapalene, maxacalcitol , momordin Ic, 

50 motretlnlde. MRE-0094, NAB2, NIP-530, pantoprazole, pauciflorlne a , peldesine, pexiganan, prednisolone, pred- 
nisone, pyrogallol, R-1 15866, replfermin, resorclnol, retinolc acid, riboflavin, riboflavin monophosphate, riboflavin 
tetrabutyrate, riboflavin triacetate, seocalcltol, paricalcltol, RO-201724, SDZ-ASlVI-981, saflngol, SB-216764, SB- 
235699, SB-332235, SCH-47112, sulfapyridine, tacalcitol. TAK-427, tazarotene, temarotene, tepoxalin, tertjln- 
afine, tetroquinone, thalidomide, ticoiubant. tioxolone, TP-508, TRK-820. vitamin E acid succinate, VX-497 

55 GROUP 5A; 

4-phenylbutyrate. ablukast, acefylline clofibrol, acetylcysteine, acitazanolast, acreozast, acrivastlne, adamexine, 
adapalene, adibendan. aibifylline, albuterol, alclometasone, aiifedrlne, elinastine, ailoclamlde, atmeterol xinafoate, 
almltrine, alprogen , altaplzone, amblcromlt. ambroxol. amebucort, amelonr^tasone, amicibone, amiplzone, ami- 
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exanox, amphotericin B, andolast, antazoline, apafant. apaxifylllne, argatroban, arglmesna, arofylline. asmanex, 
asobamast, astemlzole, ataqulmast, atizoram, atreleuton, azatadine. azeiastine, baclofen, balcalein, bamaqui- 
mast, bambuterol, bamipine, barmastine, batebuiast, beclometasone, becotlde, beloxamlde, benafentrine, ben- 
cistelne, benproperlne, benzonatate, bepafant, bepotastine, betanr^ethasone, bietanautlne, bllastlne, blmosla- 

5 mose, blnizolast, bitolterot, bromhexine, bromodlphenhydrannine, brompheniramine, brovanexine, broxaterol, 

budesonide, bufenadrine. bufrolln, bunaprolast, butamirate, butaprost. butethamate, butixocort, cabastine, caf- 
feine, calfactant, calcitrol, camonagrel, caramiphen, carbapenem, carbetapentane, cerbinoxamlne, carbocisteine, 
carebastine, carmantadine, cartasteine, cefaclor, cefplmlzole, cetlrlzlne, cetoxime, chlophedlanol, chlorcyclizine, 
chloropyramlne, chlorothen, chlorpheniramine, ciclesonide, ciclotropium, cllomilast, cilutazoline, cimaterol, cl- 

'0 metroplum, clnalukast, cinnarizine, cipamfylllne, ciproquazone, cirazoline, cistinexine, clemastine, demizole, 
climbazole, clobenzepam;, clobenztropine, clobutinol, clocinizlne, cloperastlne, clopidogrel, closiramine, clotica- 
8one, ctoxaceprlde, codeine, codeine N-oxide, codeine phosphate, colterol, comnetasone, cromakatim, cromogll- 
cate llsetll, cromoglicic acid, cromolyn sodium , cyclexanone, cycliramine, cyproheptadine, cysteine, dacemazine, 
dacistelne, dacopafant, dalbramlnol, dattroban, dametralast, danosteine, dapitant. darodipine, dazmegrel, dazo* 

IS quinast, decominol, defiazacort, deitibant, dembrexine, denbufyiiine, deptropine, descarboethoxyloratadine, desci- 
nolone, desloratadlne, desonide, desoximetasone, dexamethasone, dexamethasone-21 -phosphate, dex- 
bromphenlramine, dexbudesonide, dexchlorpheniramine, dexetozollne, dexsecoverine, dextiopronin, dextrometh- 
orphan, dibenzonlum, difeterol, dihydrocodeine, dihydrocodeinone enol acetate, dimemorfan, dimesna, dime- 
thindene, dimethoxanate, dimetorfan, dioxethedrin, diphenhydramine, diphenyipyrallne, diproteverlne, divabuterol, 

20 docebenone, domipizone, domitroban, doqualast, dorastine, doxaminol, doxaprost, doxepin, doxofylline, doxy- 

lamlne, dropopizine, drotebanol, duramycin, ebastine, eclazolast, efletirizlne, eflumast, elziverlne, embramlne, 
emedastine, enefexine, enazadrem phoshate, enofelast, enoxamast, enprofylline, ensulizole, epinastine, epine- 
phrine, eprazlnone, erdosteine, esculetin, espatropate, etacepride, etanterol. ethytmorphine, etotottfen, 
etymemazlne, ezlopitant, fenethazlne, fenleuton, fenoterol, fenprlnast, fexofenadine, figopltant, fllamlnast, 

2S flerobuterol, flezelastine, flixotide, fiuazacort, flixoride, flufylline. flumetasone, flunisollde, fluprofylline, fiuproqua- 

zone, fluticasone, fiutropium, fominoben, formoterol, foropafant, fudosteine, furafylline, furegrelate, furcate, gam- 
fexine. genleuton, genistein, glimepiride, guaiactamine, guaiapate, guaietolin, guaifenesin, guaifylilne. guaimesal, 
guaisteine, haiometasone, hexopyrronium, heterocodeine, histamine, histapyrrodlne. hydrocodone. ibudilast, hy- 
droxychloroquine, hydroxyzine, icatibant, idaverine, idenast, ifetroban, ilonidap, imitrodast, Imoxlterol, Indanazo- 

30 line, ipratropium , iproheptine, iralukast, isaisteine, isamoxole, isbogrel, isbufyliine, isoaminile, isocromii, iso- 

etharine, isopromethazlne, isoproterenol, Isothipendyi, israpafant, Itazigrei, ketotlfen, ianepitant, laprafyltine, leto- 
steine, levalbuterol, levcromakallm, levmetamfetamine, levocabastine, levocetirizine, levodropropizine, levopro- 
poxyphene, levopropylhexedrine. levosulplride, iexlpafant, llfarlzlne, llnazolast, linetastine, linotroban, llsofyiline, 
lodoxamide, lofemizole, lombazole, iomerizlne, lonapalene, loratadine, loxanast, luteolin, mabuterol, mapinastine. 

3S masoprocoi, mebhydrolin. mecysteine, medrytamine. meiquinast, menthol, meptxanox. mequitamlum, mequi- 
tazlne, meribendan, meropenem, mesne, metaproterenol, metron s, metaterol, methafurylene, methaphenllene, 
methapyrllene, methotrexate, methylprednisolone, mexafylllne, midaxifylline, midazogrel, midestelne. mifentldlne, 
milrinone, milverine, minocromil, minopafant. mlpitroban, mizolastine, mizolastlne , mizoiastine, modipafant, mo- 
guisteine, mometasone, mometasone, montelukast, morclofone, morphine sulphate, motapizone. moxaverine. 

40 moxifloxacin, moxilubant, nafagrel, naflocort, namlnterol, napactadine, naphazollne, narceine, nardeterol, ne- 

docromil, neltenexine, nemazoline. nepadutant, neramlnol, nesostelne, nestlfylllne, nicogrelate, nisbuterol, ni- 
traquazone, nivimedone, noberastine, norastemizole, norgestrel, nonnethadone, noscaplne, nuclomedone, nupa- 
fant. nuvenzepine, oiopatadine, otpimedone, olprinone, omonasteine, ontazoiast, orphenadrine, osanetant, oxa- 
brexlne, oxagreiate, oxatinast, oxarbazoie, oxatomide, oxeiadin, oxoiamine, oxomemazine. ozagrel., pamlcogrel, 

45 paramethasone, pargeverlne, pemirolast, pentoxifylline,, perbufylline, phenindamine, pheniramine, 

phenylephrine , phenylpropanolamine, phenyltoioxamine, phenyibutyrate, pholcodlne, piclamilast, picoperine, pi- 
cumast. picumeterol, pimobendan, pinacidii, pipazethate, pirbuterol, pirmagrel, pirodomast, piroiate, pobiiukast, 
pranlukast, prednisolone, prednisolone farnesyiate. prednisone, prenalterol, prenlsteine, prenoverine. prenoxdi- 
azine, procaterol, promethazine, propentofylllne, propiverine, proxicromil, pseudoephedrine, pumafentrine, py- 

so ribenzamine, pyrllamlne, pyroxamine, pyrrobutamine, quazolast, quifenadine, quiflapon, quiilaic acid, quinotolast, 

racemethorphan, racephedrine, ramatroban, radolmidlne, raxofelast, repirinast, resiquimod, revatropate. revenast, 
ridogrei, rimiterol, rilopirox, rlmonabant, rispenzeplne, ritolukast, rocastlne, rocepafant, roch/erine. roftumilast, ro- 
lafagrel, rolipram, rotoxamine, rupatadlne, salbutamol, salmeterol, salmeterol xinafoate, salmlstelne, samixogrel, 
saredutant, sarpogrelate, satlgrel, scopinast, secoverine, seratrodast, seretide, setipafant, sevitroplum mesiiate. 

S5 siguazodan. siltenzeplne, sintropium, sivelestat , somantadine, sophocarpine , splrofytiine, stacofyitine, stepronin, 
sudexanox, sulotroban, suiukast, sunagrel, suplatast, tagorizine, tainetant, tasuidine, taurosteine, tazanolast, tazl- 
fyiilne, taziprinone, telmestelne, tematropium , temeiastine, temiverine, tenldap, tepoxalin, terbogrel, terbucromll, 
terbutaiine, tetrazoiast, texacromii. thenaldlne, theophylline, thonzylamine, tiacriiast, tibenelast, ticolubant, tiflami- 
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zole, tllbroqulnol, tHIqulnol, tinazollne, tlotroplum, tloxamast, tipepidlne, tiprinast, tlxanox, tobramycin, tobuterol, 
tolafentrine, tolazoline, tolpropamine, tomelukast, torbafylllne, tranllast, tranllast, traxanox, triamcinolone, triamci- 
nolone acetonide. trifenagrel, tripolidine, trrtoquallne, troleandomycln, tulobuterol, tulopafant, tyloxaphol, ularitlde, 
uridine 5'-trlphosphate, urushlol, verlukast, verofylllne. vinpocetine, vofopitant, xamoterol, xanoxlc acid, zaflriui<ast, 

s zanamivir, zaprinast, zardaverine, ziieuton, ziipateroi. zindotrlne, zinterol, zipeproi. zolamine, A-277249, A-64077, 

A-76745, A-78773. A-78773. A-79175. A-85761. AA-861, ABT-761. AH-21132. AMG-1 26737, APC-366, 
AR-C68397, AR-C89855, AR-D111421, AWD-12-281, AWD-12-343, AY-0068, BA-679-BR, BAY-19-8004. BAY- 
19-9996. BAY'K-8644, BAY-U-3405, BAY-U-9773. BAY-X-1005, BAY-X'7195, BAY-X-9773. BBR-2221, BBR- 
2222, BilC-1996, BIIL-284, BIIX-1. BiO-1211, BI-RM-270. BIRZ-227, BM-113, BM-16.2115, BOIVI-1006. BRL- 

10 52974. BPC-15, BW-755C, BWA-78U, BY-217, CDP-840, CDS-90910, CE-2072. CE-1037, CGH-2466, CGH- 

2466. CGP-45715A. CGP-49823. CGP-69669A, CGP-73400. CGS-21680, CGS-25019C, CH-13584. CI-1018, 
CI-1044. CI^I-392, CMI-977, CP-105696, CP-195494, CP-195543, CP-199330, CP-199331, CP-220629. CP- 
288886, CP-293121, CP-80633, CP-99994, CPX, CS-560, CS-615, CT-5219, CT-747, DAX, D-22888. D-4396, 
D-4418, D-58, DCF-987, DF-1681 , DMP-777, DPC667, E-26, E-3040, EF-40, EPI-2010. ER-27319, ETH-616, F- 

1S 1322, FK-224. FK-355, FK-888, FPL-55712, FR-1 34043, FR-1 84280, FUB-593, GR-213487, GT-261163X, GW- 

215864, GW-250495. GW-311616A, GW-328267, HIVIR^OII, HIVIR-4011A. HP-3, ICi-19B615, ICi-204219, iCi- 
211965. iCI-D2138, iCi-200355, iDEC-152, IL-4-DM, INS-365, iNS-37217, IPL-4088, IPL-576092, IVL-745, J- 
104129, K-^5993, KAA-276, L-615919. L-64B051 , L-649923, L-651392, L-689065, L-658758, L-691816, L-697198, 
L-699333; L-708780, L-733321 , L-73901 0, L-746530, L-743986, L-826141 , LAS-31025. LDP-977. LM-1484, LM- 

20 1507.NA. LY'170680, LY-171883, LY-213024, LY-210073, LY-223982, LY-233469, LY-255283, LY-264086, LY- 

292728. LY-293111. LY-303870, IVIAFP. I^DL-105212A, MDL-105172A, l\/IDL-108207DA, IVIEN-10627, l\/IEN- 
11467, MJ-451. MK-0476, MK-0591 , IVIK-0679, MK-571, MK-679, MK-886, MKS-492, IVIL-3000. IVIL-3176, MOL- 
294, MPB-07. MPB-07. MRS-1523. NA-00226A, NA-00226B, NCS-613, NCS-630. NCS-631 , NCS-632, NIP-520. 
NKP-608C, NPC-18915, OC-229-648, ONO-LB467, ONO-^LB448, ONO-1078. ONO-4057, ONO-5046, ONO- 

25 6818, OR-1958, ORG-20241 , ORG-30029. PA-1806. PF-5901 , PF-10042. PNU-142731 A, PR-001337, R-113281, 

R-133663. R-146225. R-840, RK-0202. REV-5901, RG-12,525, RG-12525, RO-20-1724. RP-23618, RP-64966. 
RP-66153, RP-73401. RPR-1 06541. RPR-1 06541 , RPR-II 4597. RPR-122818, RPR-132294, RPR-132703. RS- 
601, RS-636. RU-486, RWJ.2048. RWJ-63556. S-1319. S-1674, S-2474, SB 683698 , SB-201146, SB-209247, 
SB-205312, SB-207499, SB-209247. SB-223412, SB-227122, SB-244525. SB-332235, S-36496, SC-41930, SC- 

30 53228, SC-50605, SC-51146, SC-53228, SCH-205528, SCH-217048, SCH-351591, SCH-55700, SCH-60059. 

SiL-13RA2-FC, SKF-104353, SHF.104493, SKF-106203, SKF-94836, SKF-96231, SM-15178, SR-140333, SR- 
144190. SR-48212, SR-48968, SYN-1390, SYN-1396, T-0757. T-2585, TA>270. TAK-661, TASP-V, TBC-1269, 
TBC-3342. TBC-3586. TEi-8362, TEI-9874, TMC-120B, TP10. TMK-688, TRK-851, TR-14531, TR-9109. U- 
50488-H. U-62066E, U-875302, V-11294. VB-5122, VIVIL-530. VUF-5087, VUFB-19363. VUF-K-8707. VUF-K- 

35 8788, WAY-121006, WHI-P180. WHI-P97. Y-27632, YM-38336, YM-44776. YIV1-49244, YM-976, ZD-0892. ZD- 

2138, ZD-4407, ZD-6021 , ZD-8321 , ZM-230487, ZM-274773, YIVI-976 
GROUP 6A: 

4-amlno-saHcylic acid, S-hydroxy-omeprazole, aceglutamlde. acetorphan, acetoxolone, aldloxa, alemclnal, allz- 
aprlde. aikofanone. aiosetron. amiglumlde, amoxicillin, arbaprostil, aspertlcin, azacltidlne, azasetron, azithromycin. 

40 bemesetron, benexate, benzotript, bergenin, bisfentidine, bromcresol green, bromcresol purple, budesonide, 
buzeplde, carbenoxolone, cgsofekamlde, catechin, cetraxate, cilansetron, cimetidlne, cinltapride, cisapride, clar- 
ithromycin, dalcotidine. darenzeplne, darifenacln, deboxamet, deprostil, devazeplde, devazepide, dexloxiglumlde, 
didanoeine, difenoxin. dimetlcone, diphenoxylate, dolasetron. donetidine. dosmalfate, ebrotidine. ecabapide, 
ecabapide, ecabet, egualen. enprostll, esaprazole, esomeprazole. etintidine. exisulind, fabesetron, famotidine, 

45 famotidine, fedotozlne, fenoctimin, gaidansetron, gefarnate, goodyeroside A, granisetron, Idrenrrcinal, indisetron, 
irsogladine, irsogladine, Isotiqulmlde. Itasetron, itopride, itriglumide, tafutldine, lagatide . lamivudine, lamtldlne, lan- 
soprazole, lavoltidine, lemlnoprazole, ierisetron, letrazurlle. ildamldine, llntltrlpt, iirexaprlde. loperamide, lorglu- 
mide, loxigiumide, lozilurea, lupitidine, iurosetron, mebiqulne, mecladanol, 6-mercaptopurine, mesalamine, me- 
salazine, mesalazlne,, methyinaitrexone, metoclopramide, metronldazoie, mexiprostii, mifentldlne, mirisetron. 

50 mosapride, mosapride, mosapride, nepaprazole, niperotidine, nizatidine, nolinium, norclsapride , norcisapride, nu- 

venzepine, octeotride, olsalazine, olsalazine. omeprazole, omeprazole sulphone. ondansetron, ornoprostii, osuti- 
dine. oxmetldlne, palonosetron. pantoprazole, phenolphthaleln. piboserod, pibutidine, picoprazole, pifarnine, 
pipratecoi, pirenzepine, pirenzeplne, piaunotol, porfimer, pranazepide, proglumide, prucaiopride, pumaprazole, 
rabeprazole, racecadotrll, ramlxotldlne, ramosetron. ranitidine, rebamlplde, remlprostol, renzapride, ricasetron, 

55 ridogret, rifaximin , rioprostii, rispenzepine, rofleponlde, rosaprostoi, rotraxate, roxatidine. saviprazole, sittenzepine, 
simeticone, sofalcone, somatostatin, sopromidtne, splriprostil, spiroglumide, spizofurone. sucralfate, sucrosofate, 
sufotldine, suiamserod, sulfasalazine, sultsatin. tarazepide. tazofelone. tegaserod. tegaserod, telenzeplne. telen- 
zepine, tenatoprazole, teprenone, thalidomide, ticalopride, timoprazole, tlnidazole. tiotidine. tizanldlne. tolimidone, 
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tomoglumide, tranexamic acid, trapencalne. triletlde, triletlde, trimoprostil, tritiozine, tropisetron, troxlpide, tuvatl- 
dine, ufiprazolo, uzarin, venritidine, zaidarlde, zaitidine, zatosetron, zolenzepine, zolenzepine, zolimidine, e-aceta- 
mldocaproic acid. 5-ASA-CYS, A-71378. A-71623, ABT-229, AD-2698, ADL-8-2698. APC-2059. AR-R15849, AT- 
61, ATL-2502, AU-006, AU-130, AU-224, AU-413, AU-461, BIIVIU-8. BILN-SOS-SE. BXT-51072. BXT-51108, BY- 

5 112, CA-1028, CAM-CAM-1028, 1481, CDC-801, CDP-571, CHF.17454, CJ-11974, CI-988, CP-212454. CP- 

122721, CR-1392, CR^1409, CR-1505, CR-2345, CR-2622, CR-2945, CR-2194, DA-3934. DA-6034, DA-9601, 
DA-9601, DZ-3514, E-3620, EB-3810, EM.574, FK-480, FK-1052. FR-127619, FR-145715, FR-180102, FR- 
182024, FR-1 93879, FR-208419, G-009, GR-205171 , GM-611, GS-332, GW-5823. GW-7178. H199, H-335/25, 
HC-62, HC-70II, HC-74, HP-0310, ICM-3. iQIVI-95333, iSIS-2302, iSIS-14803. ISIS-22023. lT-9302, IY-81149, J- 

10 104129, J-1 06366. JB-931 5, JK-1 085, KC'11458, L-364718, L-366260, L-368730, L-368935. L-740093, L-754030. 

LDP-02, LY-206890, LY-21 9067, LY-246736, LY-31 5535, LY-31 61 08. MK-329, iVIKC-733, NABI-3700001 , NE-0080, 
OP-2000, OTCSB-300, P371 A1 , PA53, PD-134308, PD-135158, PD-138450, PD-140548, PTR-3046, Q-33160A, 
R-116712, RO-32-6167, RO-48-5695, RP-69758, RP-73870. S-16176, SB-207266, SC-50998, SCH-28080, SCH- 
33405, SD2-HTF-919, SHANVAC-B, SK-896, SK-951 , SKK-47029. SKF.96067, SKF-97574. SL-65.0102. SLV- 

15 305, SPI-447, SR-27897, SR-27897B, SR-5861 1 . T-0632, T-0970. TA-51 0. TP-1 202. TP-680, TR-1 4035. TS-951 , 

TT-S24. VRT-21493. XYZ-033MP, Y-34867. Y-34959, Y-36912, YH-1885. YJA-20379. YJA-20379-5, YJA- 
20379-8, YM-022, YIVI-114, YM-53389, YNS-15P, Z-338, ZNC-2381, Y-906, YNS-15P, 
GROUP 7A: 

17p-estradioi, 1-docosanol, 3-allylfarnesoit 7-morpholinomethyltheophyliine, abareiix, acefylline. acetazolamide, 

^0 alfuzosin, alprostadil, altizide, alverine, amanozlne, ambuside, amikacin, amiioride, amltrlptyline, apomorpliine, 
arbutin, atosiban, atropine, azosemide, baciofen, bendroflumethiazide, benzthiazide, bethanechol, bexlosteride, 
botuiinum toxin A, bumetanide, butizide, candesartan cilexetil. canrenoic acid, cetrorelix, chtoranninophenannide, 
chlorazanll. chlorothiazide, ciprofloxacin, clenbuterol, clinafloxacin, clindamycin, ciofenamide, clopamide, clorex* 
olone, cyclopenthiazide, cyclothiazide, dantrolene, darifenacin, deacetylmoxisylyte, desacetylspironolactone, 6p- 

25 ldrossi-7a-tiometil spironolactone, desipramine, desmopressin, desogestrel, dicycloverine, dicyclomine. 

dienestrol, dihydrotestosterone , disulfamide, doxazosin, doxepin, doxercalciferoi, doxiverin, drospirenone, du- 
loxetine, dutasteride, eflornlthlne, emepronium, ephedrine, epitizide, epierenone, epristeride. estradiol, estriol, 
ethacrynlc acid, ethlazlde, ethinyiestradlol, ethoxzolamide, etonogestrei, etozoiin, fenquizone, fesoterodlne, fidux- 
osin, finasteride, flavoxate, flumethiazide, fluoxetine, flurbiprofen, fosfomycin, furosemide, ganlrelix acetate, gati- 

30 floxacin, gestonorone, hydracarbazlne, hydrochlorothiazide, hydroflumethiazide, hyoscyamine, hyoscine, imid- 

april, Imipramlne, inaperisone, indapamide, indometacin, Ipratropium, isosorblde, izonsteride, (anperlsone, lopera- 
mide, losartan, mannitol, mebeverine, mefruslde, mercaptamine, mepartricin, mespirenone, mesterolone, meth- 
azolamide, methocalcone, methyclothiazide, methyltestosterone, metlcrane, metolazone, midodrine, midodrine, 
moxisylyte, muzollmine, naftopidil, naftopidil, nepadutant, nifedipine, niguldipine, nitrofurantoin, norethindrone . 

35 norfloxacin, nortriptyline, ofloxacin, oleandrin, oeanetant, osaterone, oxendolone, oxybutynin, oxybutynin, pa- 

paverine, paroxetine, perhexillne, phenoxybenzamlne, phentolamlne, phenylephrine, phenylpropanolamine, plm- 
agedine, pinacidil, piretanide. piretanide, polythiazide, prasterone, prazosin, propantheline, propiverine, prostag- 
landin E^, prostaglandin F2a* prostavasin, protheobromlne, pseudoephedrine, quinethazone, reslniferatoxin, rox- 
ithromycin, salbutamol, saredutant, sevelamer, sildenafil, sirolimus. supiatast, tacrolimus, tacrolimus, talnetant, 

40 tamsulosin, teclothiazide, temlverlne, terazosin, teitutaline, terodiline, testosterone, theobromine, tibolone, ticry- 

nafen, tolterodine, torsemlde, trans-retlnoic acid, trazodone, tretinoin, triamterene, trlchlonnethiazide, trimeges- 
tone, tripamlde, triptorelin, troglitazone, trospium. turosteride, upidosin, vamicamide , vardenafil, vardenafil, xenox- 
in-1, xipamide. yohimbine, A-176120, A-1 97674, ABT-232, ABT-839, ABT-866, ABT-980, AH-9700, AIO-8607L, 
ALRT-4204, ALRT-4328, AZD0947. AZD6106. BAY-38-9456, BMS-214662, BI^S-284756/T-3811ME, BI^S- 

45 341400, BMY-7378, GDB-4124. Chi-IVIrIA, CL-385004. GS-891 , CV787, DA-8159. DecbSM, DV-182, DWH-146e, 

E^4010, E-8010, EMD-221829, ESR-1150. FK-176, FK-453, FR-1 19680, FR-1 491 75, FR-229934, GI-1 98745, GS- 
332, GW-419458, GYKI-16084, HP-4. HP-7. HY-770U, IC-351. ii^-46068. ISIS-24195, J*811. JTP-20993, K- 
4610178, K-4610422, KCO-616, KRP-197, KW-3902, KW-7158. L-372662, L-374943, L-757464. L-771688, L- 
778123. L-780945, L-788123. LG-120746. LG-121071, LG-121104, LU25-109, LU-25-109, LU-302872, MEDI- 

50 491. MEDI-501, MEDI-503, MEDI-504, melanotan II. MEN-10627. MK-826-, MX-6, NC-1800, NK-433, NMI-187. 

NMI-221, NMI-678.11. NNC-45-0781, NS-21, NS-49, NS-8, NZ-419, ONO-5816,ONO-8815, OPC-41061, OPC- 
51803, Org-30659, PNU-157706, PNU-156765, PNU-156804, PNU-200577, PT-14, R-115777, RCC-36, RCC-36, 
Rec-15/2615, Rho-TIA, RO-60-0332, RO-70-0004. RPR-100579, RPR-130401, RS-100329, RSD-992, RU- 
58642, RWJ-3B063-, SB-223412, Sch-66336, SGN-00101 , SL-5770499. SL-251039, SNA-4606-1. SNAP-60e9, 

55 SNAP-5399. SNAP-6201 . SNAP-6383. SNAP-5540. SNAP-6543, SNAP-6652. SNAP-6991 . SNAP-7242, SNAP- 

7915, SPM-007, SR-144190, SR-4B96B, SR-49059, SR-59026A, T-1032. TA-1790, TA-1790, TAK-637, TSE-424, 
UK-343664, UK-357903, VIPGC-NO, VLiVI-588, VNA-932, VP-365, WAY-133537, WAY-141608, WAY-151616, 
YM-3175B, YM-32906, YM-36117, YIVI-58790, YM-905, YM-934, Z-15, 2-350, 2D-0947, ZD-6169, MUDE. EDEX. 
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TOPIGLAN, ALPROX-TD. INVICORP 
GROUP 8A: 

|) sitosterol, a tocopherol, p tocopherol, y tocopherol, 5 tocopherol, e tocopherol, y\ tocopherol, a1 sitosterol, Ci 
tocopherol, C2 tocopherol, a-carotene, p-carotene, y-carotene. 5-carotene, p-cltraurin, y-sltosterol, p-sltosterol, a- 

5 tocopherol, 10-bromopaullone, 10-desacetylbaccatin III. 13-cls-retlnolcacld. 16-Methyloxa2olomycin, 17-(Allylami- 

no)-17-demethoxygeldanamycin,2-(2-amlno-3-metoxyphenyl)-chromone, 2.2,5,7.8-pentamethyl-6-hydroxy-chro- 
mane, 2-hydroxychalcone, 2-methoxyestradiol, 3-allylfame80l, 3-Aminopyridine-2-carboxaidehyde, 3-deoxyslly- 
christln, 3-hydroxyflavone, 2-phthalimldlno glutaric acid, 3,4-dldehydroretinolc acid, 3-indolemethanol, 4'-bromo- 
flavone, 4-aminothalidomide, 4-bromothenylguanine, 4-dedlmethylamlnosancycllne, 4-DemethylpencIomedine, 

io 4-hydroxybutirroxymethyl-retinate, 5,6-dimethylxanthenone-4-acetlc acid, 5'-hydroxythalidomlde , 5-aza-2-deox- 
ycytidine, S-azacytldine, 6-fluorouracil, 5-hydroxytryptophan, 5-methoxytriptamlne, 6-azaurldlne, 6-glngerol , 6-hy- 
droxymethyl-acylfulvene, 6-mercaptopurine, 6-shogaol , 6-thioguanlne, 7-Hydroxycoumarin, 7-hydroxy8tau- 
rosporlne, 9-cls retinoic acid, 9-aminocamptothecln, 9-amlnocamptothecln, 9-Hydroxycrlsamlcin A, 9-nltrobromo- 
paullone, l4-hydroxy-4,14-retroretinol, abarellx, acacetin. aceglatone, acetylharpaglde, acetyldinaline, acltretin, 

IS acrimarin F, acyfulvene, adefovir, adenine, adozelesin. aeruginosamlde, alanine, alanoslne, albendazole, aldes- 
leukin, alitretinoin, allantoin, a(lcls-5,8,11,14,17-elcosapentaenolc acid, alllcln. allin, alllxin, allopurinol. all-trans 
retinoic acid, ail-trans-4-hydroxyretinol, aii-trans-4-hydroxyretinolc acid, all-trans-4-oxoretinoi, all-trans-4-oxo- 
retinoic acid, aimuheptoiide A, aipha-amyrin, aipha-curcumene, alpha-llnolenlc-acid, alpha-plnene, alpha-ter- 
plnene, altretannine, aisterpaulione, aitretamine, amamistatin A, amentoflavone, amifostine, aminogtutethimide, 

20 aminopterin, anguillosporal, ampeiopsin, amphidinoilde T, amrubicin, amsacrine, amygdalln, anastrozole, ances- 

tim, ancitabine, anecortave, anethoie, anglopoletins, angiostatin, anhydrovlnblastine, annamycin, annomuricin D, 
annopentocins, anserine, anthocyanins, anthocyanosides, anthranlllc acid, antlmycin A1, antlmycin A3, antineo- 
plaston A10, anvirzel. apigenln. apigetrin, apiln, aplole. aplldine. apocyanln (A. B, C, D), apomlne, arablnogalactan. 
arbutin , arcyriacyanin A, arginine, argiabin, ariculatin, asinnln. asimicin, asiminocin, asmarine B, aspemloslde, 

25 astacin, astaxanthin, astragalin, avrainvillamide, axiliarin, azacltidine, azafrin, azaserine, azidodideoxyguanosine, 

baicalein, baptigenlna. batimastat, bengamide, bergapten, beta-alethine, betaine, berberine, beta-ionone, betulin, 
bexarotene, bicalutamide, bifendati, bilobalide, bliobols, blochanin A, blotln. birlcodar, bisantrene, bisnafide. bixin, 
bizelesin, bohemine, borneoi, bornyl-acetate, brassicolene, brasslnin, brevlcollln, bromelain, bromotaxane, broplr- 
imine, bryostatin 1, buserelin, busulfan, busureiin, bulianin, buthionine, butylidene-phthalide, butyric acid, caffeic 

^0 acid, caffeic acid, caloporoslde, calicheamycin, calusterone, calphostin S, camphene, camphor, camptothecin, 

canavaninelupeol, canpagin, canstatin, cantharldin, canthaxanthin, canventol, capecitablne, capsaicin, capsan- 
thin, carboplatin, carboxyamidotriazole, cardanols, cannofur, cannustine, carnosic acid, camosine, carnosoi, car- 
nosolic acid, carvacroi, caroiin (A, B, C), carvone, caryophyllene, caryophyilene-oxide, carzelesin, carzlnophilln, 
carboquone, catechin, catechin, ceftlofur, cemadotin, centaurein, cercosporin, cetrorelix, chavicol, chalcones, 

35 cherimotine, chloptosin, chionmadinone, chlorogenic acid, chlorophyll, chloroquinoxaiine sulfonamide, chromo- 

carb, chrysanthemaxanthin, chrysin, chrysoerioi, chlorambucil, chlornaphazlne, chlorozotocin, cichoric acid, ciien- 
gitide, cineole, cinnamic acid, cipemastat, cirslmaritrin, cirslneoi, cis-inochiresinoi, cisplatin, citral, citric acid, cit- 
rusine, cladribine, ciofarabine, cnicin, cnidiiide. cobalamin. combretastatin, combretastatin A4, combretastatin A4 
phosphate, conophylline, contortrostatin, conyferyl alcol, coporang, cordycepin, cortivazol, cotara, coumarin, cou- 

40 mestrol, crellastatin A, CRM-51005, crocetin, cryptophycin, cfyptophycin-1 , cryptophycin-52, cryptoxanthin (a, p, 

Y, 5), curacin A, cuscenol B, curcumin, cyanidin, cyanidin 3 gaiactoside, cyanidin 3 giucoside, cyanidin 3,5 diglu- 
coside, cyanidin 3-rhamnogiucoside, cyanidin 3-soforosidd, cyasterone, cycloartenol, cyctophosphamlde, cymene, 
cystemustine, cytarabine. cytotrienin ly, daidzein, dacarbazine, daidzln. damnacanthal, daphnezomine G, daph- 
nodorin A, datiscetin, daunorubicin, decitabine, deciopramide, defosfamide, dehydrodidemnin B. deiphinldin. del- 

45 phlnidin 3,5 digiucoslde. deita-3-carene, de!ta-7-sterols, 5.7-dichloroemodin, demecolcine, deniieukin diftitox, de- 

nopterin, depsipeptide, desmethyleieutherobin, desmopressin, desoxyepothiione a, desoxyepothilone B, cis-2'- 
deoxy-2'-fluoromehtylene-cytldine, dexamethasone, dexomiaplatin, dexrazoxane, detirellx, diazaphilonic acid, dl- 
azlquone, dibromodulcitoi , diethylnorspermine, diethyistilbestrol monophosphate, diflomotecan, dihydroxycalci- 
trioi, dimefline, dimesna. diosmetin, diosmin, discodermoUde, discorhabdln P. diphyilins, docetaxei, dolastatin-1 0, 

50 dolastatin-1 6, doiostatin, doxifluridine, doxil, doxorubicin, dromostanolone, echinacoside, echinenone, ecteinas- 

ddln-757, ectejnascidin-743, edatrexate, edelfosine, edeine, edotreotide, eftornithine, elacridar, elemene, eieu- 
therobin, elinaflde, ellagic add, emfllenmln, emitefur, emtrlcltablne, emodin, endostatin, enlluracil, enloplatin, en- 
ocltablne, epicatechin, epigallocatechin, eplgailocatechin-3-O-gallate, epipachysamine E, epirubidn, epitiostanol, 
epothilone (A, B, C, N-oxide, E, D), eptaplatin, equol, erbstastin. eriodictyol, eruboslde-b, esculetin, estragole, 

55 espellcin, estramustine, ethanldazole, etogiucid, etoposlde, etoposlde phosphate, etretinate, eugenol, eupatorln, 
eudistomin H, exatecan, exemestane, exisulind, fadrozole. faicarindioi, fagopyrin, falnldamoi, farnesylthlosallcylic 
acid, fenretlnide, ferulic-acid, feruloyl-4-hydroxyclnnamoylmethane, fialuridine, finrozole, flsetin, flavin-adenlnln- 
80-hydroxy-riboflavin, flavlne-adenlne dinucleotlde, flavone-8-acetic acid, flavoplrldol, flavoxanthin, ftoxurldlne, flu- 
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asterone, fludarabine, fludarabine phosphate, fluoropyrlmldine, fiuorouracil, flutamide, fluvirucin B2, folic acid, fo- 
linic acid, formamicin, formestane, formononetin, fosfestrol, fraxinot, fucoxanthin, fulvestrant, fumagillol, fumagillol 
chloroacetylcarbamate, fustin, galangin, galarubicln. gallic acid, gallocatechin, galocitabine, gamma-terplnene, 
ganlrellx, gardenin (A, B, C, D, E), geldanamycln, gemcltablne, gemfibrozil, genlstein, genlsteln-7-phosphate, gen- 
istln, genkwanin, geldanamycln, gentisic acid, geraniol. gimeracll. gonlodonln, ginkgollde A, ginkgolide B, glufos- 
famlde, glutathione, glutethlmlde, glucose, 1 -glucosamine , 2-glucosamlne, 6-glucosamlne, 2-galattosamine, 
1-fructo8amlne, 2-fructosamine, glyceollin. glyceollin-il, glycine, glycitein, glycitin, gnidlmacrin, goserelln, gossy> 
pol, griseolic acid, hallmide, harmine, hamnallne, hannalol, hamnan, halofuglnone, heilquinomycln, herblmycin A, 
hemlasterlin, hepaxanthin, hesperetin, hesperidin, heteroxylan, hexestrol, hispidulln, histamine, histldlnot. homo- 
harrlngtonlne, hycamtin. hypericin, 7,7'-dichlorohypericin, hydrocaffeic acid, a-hydroxyfamesylphosphonic acid, 
hydroxymethylacylfulvene, hydroxyurea, 5-hydroxynoracronyclne, hycamtin, hyperin, hyperoside, hypocrellln (A, 
B), hispidospemnidine, human endostatin 6-49, idarublcin, llatreotide, ilomastat, Imatlnib, Imexon, Imidacrine, Im- 
prosulfan, Indanocine, indioibin, indoie-3-acetlc-acid, inosine, inositol, intoplicine, iprlflavone, iproplatin, irlgenln, 
irinotecan. Irisquinone, Irofulven, Iseganan, isatorlblne, isochlorogenicacid, Isoeugenol, Isofraxidin, isollquiritogen- 
In, Isoplmplnellin isoquercetin, isoquercitrin, Isorhamnetln, Isorosmanol, Isovltexin, iturellx, Justlcldin A, kaempferol, 
kahalalide F, karenitecin, ketotrexate. krestin, kynurenlc acid, kushenol (B, H, E, K, N, M), kuraninone, kosamol 
A. kuraridin, iabiatic-acid, lactacystin. ladirublcin, lapachol, lavendustin, i-carnoslne, ledoxantrone, lentinan, lerid- 
istim, letrozole, leucocyanldin, leucotropin, leucovorin, leuprolide, leuprorelln, leurublcin, llarozole, llcocoumarone, 
llcoflavanone, licochalcone A, llgnin, llmonene, llnalol, llnarin, llnoleic-acid, liquiritlgenin, lisofyiline, lobaplatin. 
lobradlmil, lometrexol, lonidamine. losoxantrone. lumlnacin D, lupeol, lurtotecan, lutein, iuteolin, iuteolin-7-glucO' 
side, luzindoie, lycopene, iycobetalne, lycophyll, lycoxanthin, macrocarpin A, malvidine 3 giucoslde, maividine3,5 
diglucoslde, mammastatin, mannomustine, marimastat, maslinic-acid, maspin, mechlorethamlne, megestrol, me- 
latonin, melengestro), melphalan, menadlol, menogaril, menthone, mepltlostane, mesna, meshlma-ex, methotrex- 
ate, 1-methoxyagroclavine, 3-methoxyquercetin, mibopiatin, midostaurin, mifepristone, migrastatin, miitefosine, 
mirostipen, mispyrlc acid, mitalactoi, mitobronitol. mitoguazone, mitolactol, mitomycin C, mitotane, mitoxantrone, 
mivobulin, mofarotene, mopldamol, morin, motretinide, myo-inosltol, myrcene .myrorldin K, myrlcetin, myri$tlcln, 
14-methylpentadecanoic acid, 1 e.methyllinoleic acid methyl ester, N-(2 hydroxyethyl)-retinamlde, N-(2 hydroxy- 
phenyl)-retinamlde, N-(2-carboxyphenyi)retinamide, N-(4-carboxyphenyl)-retinamlde, N-{4-carboxyphenyl)-retl- 
namide, N-(ethyl)retinamide, N-(4-etoxycarbonyIphenyl)-r9tlnamide, N-(4-hydroxyphenyl)-retinamlde, N-(4-hy- 
droxyphenyl)-retlnamlde-0-glucoronlde, naamidine A, N-acetyl-5-hydroxytrlptamlne, naringenin, naringin, neda- 
platln, nemorublcin, neohesperidin, neplanocin A, neparenslnol B, nepetrin, N-hydroxymethyl4halldomide, nica- 
rdipine, N-hydroxyphthallmide, nicotinamide, nilutamide, nimustine, nitracrlne, nobiletin, noiatrexed, nonataxel, 
nordlhydroguaiaretlc acid, noscapine, novembicin, 0-6-benzylguanlne, octreotide, oleanollc-acid, oiiverine, olo- 
moucine, oltipraz, onaprlstone, oncocidln A1, oprelvekin, orlentin, omiaplatin, orotic acid, oroxylln, oteracll, oxali- 
platln, oxostephanine, ozogamicin, paclltaxel, pachystaudine, pancratistatin phosphate, paeciloquinone A, pan- 
tothenic acid, pantothenic acid, p-coumaric acid, pavetannin B1 , p-cymene, panorex, pectolinarigenin, pelargoni- 
din, pelargonidin 3 glucoside , pelargonidin 3,5 diglucoslde, peloruside a, peltatlns, pemetrexed, Penicillamine, 
Pentacea, pentamidine, pentetreotlde, pentostatin, peonldin, perlfosine, perlllyi alcohol, petunldin, phenamet, phe- 
nesterine, phenylahlstin, phenylbutyrate, phloretin, phlorogluclnol, phosphatidyl-choline, phthalascldin, p-hydroxy- 
benzoic-acid, phytic-acid, pibrozelesin, picibanil, piceatannol, pifithrin-A, pinitol, pirarubicin, piritrexim, pironetin, 
piroxantrone, podophyllinic acid, podophyllotoxin, porfimer, pratensein, prednimustlne, prinomastat, proanthocy- 
anidins, probenecid, procarbazine, progenipoietin G, propionic acid, protocatechulc acid, prunetin, prunellln, pso- 
ralen, pteropterin, purpurogaliin, pyrazoloacrldlne , pyridoxine, pyrlsulfoxin a, pyroxamlde, Q-12713, quercetage- 
tln, quercetin, quercetln -0-p-D-gaiactoside. quercetin-3-galactoslde, quercetln-3-rhamnoglycoside, querclmeri- 
trin, quercitrin, raltitrexed, ranimustlne, ranpirnase, razoxane, radicicoi, rebeccamycin, reblastatin, replfemiin, res- 
veratrol, retinal, retiniihydroxymethylether, retlnol, rhamnetin, rhodomycin, riboflavin, riboflavin monophosphate, 
riboflavin tetrabutyrate , riboflavin triacetate, rhinacanthin (C, D), robinetin, roblnin, rohltuklne, roqulnlmex, ros- 
marinlc acid, roscovitine, rosmadlai, rosmanoi, rosmaridiphenol, rosmarinic acid, rosmariquinone, rubitecan , ru- 
blxanthin, rutin, safingol, safrole, sakuranetin, salicylic-acid saponin, sallcyilhalamlde A, sanguinarine, s-aiiyl-l- 
cystelne. saponaretin, saponins . sarcodictyin A, sarcophytol A, sardomozide. sargramostim, Saskatchewan, sat- 
raplatin, scoparin, scopoletin, scopafungin, scutellarein, schlzophyllan, scytonemin, sebripiatin, secobatzelline A, 
sedoxantrone, selenocystelne, selenomethionine, sensamide, serotonin, shermllamine D, sigmastanol, silandrin, 
siiybin, silychristin, siiydlanin, silymarin, silymonin, sinapic acid, sitosterol, sizofiran, sobuzoxane, sobiidotin, so- 
lasodine. solimastat, somatostatin, sophorlcoslde, sophoraflavone G, spiropiatin, sparfosic add, spisulosine, 
spongistatin, splnencin, squaiamine, p-tethymustine, staurosporine, stigmasteroi, streptonigrin, streptothricin B, 
streptozocin, suberanilohydroxamic acid, sulfuretln , sulidac solfone, supldimide, suradista, suramin, syringalde- 
hyde, syringic acid, tagiutlmlde, talaporfin, taiwanhomofiavone A, tamandarln A, tannic acid, tannin, tanomastat, 
tasonermin, taurine, tauroildlne, tautomycin, taxifolin, taxol. tazarotene, tecogalan, tectorlgenin, tegaf ur, teloxantro- 
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ne, temozolomlde, tengeretin, teniposide, tenuazonic acid, terpinen-4-ol, tesmilifene, testolactone, tetrahydrocor- 
tlsol, tetramethylpyrazine, tetrandrine. totrocarcin A, tezacitablne, thalidomide, theaflavin, tlieaflavine, thielavin B, 
thiamine, thiamlprlne, thionine. thyrsiferyt 23-acetate, thioctic acid, thioguanlne, thymalfasin, thymol , tipifamib, 
tiazofurin, timcodar, tirapazamine, tirazone, tiriiazad, tocladesine, tocol, tonlcinecin, tol^aramide A, tomudex, to- 

5 postatin, topotecan, torularhodin, trans ferulic acid, trapoxin b, triaziquone, tributyrin, trichostatin (A, B, C, D), 

tridolgosir, triethylenemelamine, trigonelline , trilostane, trimetrexate, trimidox, triptorelin. triptofordin C2, troiox C, 
troponin I, troxacitabine, troxerutin, trunkamide A, tryptamine, tryptophan, tubercidin, tubulysin A, tumerone, turn- 
statin, tyrphostin, ubenlmex, umbeiiiferone, uncarlnic acid A, uracil mustard, urethan, ursolic acid, valerelnic acid , 
valeric acid, valrublcin, valspodar. vanillic add, vanillin, vapreotlde, vataianib, verapamil, verteporfin, vesnarinone, 

10 vinblastine, vincristine, vindeslne. vinflunlne. vinorelblne. violaxanthin. vitamin a2, vitamin E acid succinate, 
vltexin , vitilevuamide, virulizin. vorozoie, wogonin, xanthophyll, xanthotoxin, xanthotoxol, xenomin 1, zacopride. 
zaicltabine, zeaxanthin, zenipiatin, ziconotide. zingerone, zingibain , zinostatin, zorublcln, 506U78, 6F-203, 
6-MCDF, 6-MPG, 776C85, A-007, A-106972, A-176120, A-125800, A-177430, A-1 77775, A-197574, A-198401, 
A-228839, A-316023, ABT-618. ABT-627, ABT-839. AC-7700, AC-9301, ACRP30R2, AD-198, AE-941, AG-99, 

15 AG-12275, AQ-1228e. AG-1288, AG-1478, AG-18. AG-2034, AG-2037, AG^3340. AG-3433, AG-494, AG-555, 

AG-7352, AG-825, AG-879, AGN-1 901 68, AGN-1 931 09, AGM-1 883, AGR-1 29, AH-1 2. AH-27, AH-30, AH-7, AL- 
245, AL-6, AM-58Q, AMD-473, AMD-3100. AMP-404, AN-207, AN-238, APC-801 5, APC-8024, AR54-, AR6i-AC20, 
ARH460-23, AS5-2H, AT-501 5, AVI-41 26, AZD-3409, A2D-6474, B-31 7, B-429. B-581 , B-956. B-1 086. BAL-9602, 
BAM-002, BAY-12-9166, BAY-12-9566, BAY-38-3441, BAY-43-9006, BB-1277, BB-21295, BB-67357. BB-76163, 

20 BB-2516, BB'3644, BB-94. BBL22, BBR-2778, BBR-3438, BBR-3464, BBR-3576, BBR-3610, BE-41956A, BE- 

43547A1, BE-45985X. BE-54238A, BE-55051, BE-56384, BE-56980. BE-60828, BE-67251. BEC2, BGP-15, 
BIBH-1, BIBX-1382, BIIVI-46068, BIWA4, BLP-25, BLS-0597, BMD-188, BMP-B, BMS-27291, BMS-181174, BMS- 
182751, BMS-184476, BMS-184477, BMS-186511, BMS.188797, BMS-200659, BMS-214662, BMS-247550, 
BMS-247616, BIVIS-247616, BiVIS-265246, BMS-275291, BN-80245, BN-80916, BN-80927, BNP-1100, BNP- 

25 1350, BNP^7787, BP-04, BP-1 , BPHA. BR-630, BSU-1075, BSU'9057, BZA-2B. BZA-5B. C-1027. C-1311 , C-75, 

CB-96, CB-300907, GB-300919, CB-30865. CB-7646, CC-3052, CC-4047, CC-5013, CC-7085, CCI-779, CD- 
1599. CD-437, CD-2314, CDC-501 , CDC-801 , CEP-2563, CEP-701 , CGP-41251 , CGP-48664, CGP-52608, CGP- 
74514, CGP-79787, CGP-79807, CGS20267, CGS-24592, GGS-27023A, CHAP-31 , CHAP-81 , CHS'828. CHT- 
22, CI-1006, CI-1021, CI-1027, Ci-1031, Ci-1033, 01-1042. 01-958, Oi-980, 01-994, OJ-11974, CKD-602. CKD- 

30 731 , CL-387785, CM1 01 , CM-1 01 . CMA-676. CMB401 , CN-706. CN-787, COL-3. CP-1 , CP-248. CP-2631 1 4, CP- 

358744, CP-358774, CP.461. CP-609754, CPC-406, CPD-5, CPR-2003. CPR-2005, CPR-3005, CPT-111 , CRL- 
1005, CRL-8246, CRL-8256, CRM-51005, CRM-646-A, OSA, OS-682, CT-062923, CT-17, CT-2103, CT-2684, 
CT-2584, CTP-37, CV706, CV-787, CWJ-A-5, CYA-246. CYS-3-AMBA-Met, D-2163, D-24241, D-24851, D-609, 
DAB389iL-7, DB-67, DB-81 , DC-TA-46, DDE-131, DDE-261, DDE-313, DDE-380, DE-310. DJS-811. D0X-GA3. 

35 DP-242/3-, DP-71, DR-70, DT388-GM-CSF, DTI-015, DTPA-BRE-3, DW-2143. DW-2282. DX-8951F, DZ-3358, 

E21R, E-350, E-3620, E6-BP, E-7070, E-7869, EB-1089, ED-501 , EDP-137, EG009, EKB-569, ELF3, EM-12, EM- 
800, EMD-1211974, EO-9, EPO-906, ERA-923, ER-34617, ER-35794, ER-38925, ER-68203, ER-68203-00, ERA- 
923, ES-936, ET-743, ETM-775, F.11782, FB-642, FC-2.15. FCE-28948, FCE-29381, FCE-29771, FD-594. 
FDUMP, FOU-NOAC, FE-200486, FE-200486,, FE-399, FJ-6002, FK317, FPP-33, FR-143430. FR-182877. FR- 

40 186054, FR-901228, FRI-20. FT-ALZ, FTI-2148, FTI-2153, FTI-276, FTi-277, FY21-AA09, GI-198745, G-207, G- 

3139, GBC-590, GF-120918,.GD0039, GEM-231 , GEX1Q5, GF-109203X. GFB-111, GFMO-1 , GGTI-2166, GGTI- 
298, GI-129471. GL-331, GLI-328, GM2-KLH/QS-21 , GM-95, GMK, GnRH-lll. GPI-0100, GR-891, GR-128107, 
GR-135533, GRN-5384, GSDI-126, GTl-2040, GTI-2501, GTX-006, GV-1301, GVH-313, GW-1843, GW-2059. 
GW-395058, GW-518i , GW572016, GW-8510, GW-9499, GW-974, H-10, HA-1 , HA-14-1 , HI-368, HPKCI, HSCS- 

45 1 , HSPE-7, HSPPC-96. HWL-12, HX-600, HYB-0432, HYB-166, IB-367, liK7, iB-96212, ICi-164384, ICI-245991 , 

IDEC-Y2B8, IDN-6005, IDN-5109, ILX23-7553, ILX-295501, lLX-651, IM-46088, IM862, IMC-C225, INGN-201, 
INGN-241, INGN-251, lNX-3001, INX-3280, INXC-6295, tRX-2, ISIS-10639, ISIS-12539, ISIS-12884, ISIS-14864, 
iSIS-15999, ISIS-16009, ISlS-16518, ISIS-1 6601 , iSIS-1 6609, ISIS-16834, ISIS-17509, ISIS-19387, ISIS-20772, 
ISIS-21028, ISIS-22783, ISiS-23722, ISiS-23905, ISIS-2503, iSiS-25513, ISIS-27067, ISiS-28313, iSiS-28949, 

50 ISIS-3521, ISIS-4189, iSiS-5132, iSIS-5132, iSIS-7597, J-1 041 34, J-1 04871. J-1 07088, J-1 09404. JBT-3002,JF- 

05-59, JK-1 624S02, JKC-362, JM-21 6, JMV-1 802, JTE-522, K-1 35, K-252a, K-22387, KAN-1 08308, KAN-1 041 41 . 
KF-22678, KF-25706, KF-41399, KF-68333. KHPC-10, KI-6783, KM-043, KNK-437, KOCH'5, KR-30035, KRN- 
5500, KRN-7000. KRN-8602. KS-505a. KT-5720, KT-6149, KT-6362. KW-2170, L-377202, L-39, L-452958, L- 
651582. L-731734. L-731735, L-739749. L-739750. L-744832, L-745631. L-778123, L'779460. L-779575. L- 

55 783277. LB-42908, LCS-640. LDI-200, LDP-341, LFM-A12, LFM-A13, LG-120744, LG-120753. LG-190119. LGD- 

1069, LGD-1550, LM-4108, LI^B-2, LiVIB-7, LMS-83177, L-NDDP. LU-1 03793, LU-223651 , LY-231614, LY-294002, 
LY-309887, LY-320236, LY-329146, LY-333531 , LY-335979, LY-365703. MAG-283, IVICC, MC-1473, MDL-101731, 
MDL-101986, MDL-73811. IVIDL-73811 . MDX-11 . MDX-210. MDX-220, IVIDX-447, MDX-H210, MEDI-503, MEDI- 
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507, MEDI-517, MEN-10710, MEN-11066, MEN-11951 , MER-1020DA, MER-WF1726. MG-132, MG98, MGI-114, 
MGV, MIBG, MK-4. MK571 , MK-869, MK-886. MKT-077, MI-1544. MI-1892. MM-36, MMI-270, MPC-7869, M-PGA. 
MPI-6020, MPV-2213AD, MR-20492, MS-209, MS-247, MS-27-275, MS-275, MS-325, MSI-1857, MTP-PE, MUP- 
98176, MV9411, MX6, MT965-A, MT965-B, N276-15, NA-22598B1. NAMI-A, NB-506, NB-1011, NBI-3001, 
NC100150, NCA-0424. NCO-700, NF-062. NF-06307, NG-60, NK-611 , NIK-250, NHTS. NLCQ-1. NM-3, NS-398, 
NSC-314622, NSC-330507, NSC'354258. NSC-614491, NSC-614491, NSC-649488, NSC-656649. NSC- 
658875, NSC-674495. NSC-676632, NSC-678515. NSC-686288, NSC-693569, NSC-693632, NSC-7103505, 
NSC-D699127, NU/ICRF-505, NU:UB-31. NU:UB-73, NU-2058, NU-3076, NU-3121, NV1020. NX-1838, NX-211, 
OC-1012, OC-1 44-093, ODN-2009, ODN-698, ODN-83, OGT-719, ON-6543. ONO-4007, ONO-8711 , ONYX-015, 
ONYX-838, OPB-3206. ORI-1313, OSI-774, P-4055, PADP, PAM4. PAK-104, PAK-104P, PD-089828, PD-1 45709, 
PD-01 74073, PD-0183812. PD-090560, PD-098059, PD-1 28763, PD-1 53035, PD-1 58780, PD-1 60678, PD- 
166286, PD-1 66866, PD-1 68393, PD-1 73074. PD-1 73965, PD-1 73956, PD-1 80970. PD-1 83805, PD-1 84352, PI- 
SS, PI-CA91 , PKC-412, PKI-166. PLQ-22. PNU 145156E, PNU-144113, PNU 153429, PNU-157914. PNU-1 57977. 
PNU-159548, PNU-166196, PNU-177496, PP-33, PR-39. PR-69, PRO-533, PS-341, PS-724, PS.990, PSC-833. 
PSP-94, PT-523. PT-624, PTK-787. PX12. P-X-1544, Q-85, QM16-A, QS-21, QW-1624F2-2, R-101933, R- 
109339, R115777, R-116010, R123942, RB94, RK-0202, RL-0903, RMP-7, RO-09-4889, RO-25-4020, RO- 
25-6760, RO-25-9716, RO-28-2653, RO-31-7453, RO-31-7453, RO-41-5253, RO-50-4258, RO-65-7674, RP-527, 
RPR-10S518, RPR-108514A, RPR-109881, RPR-115781. RPR-116258A, RPR-130401, RSR13, S-1127, S- 
16020-2, S179D-PRL, S-20928, S-20929, S-23906-1 , S-30372. S-30972-1 . S-3304, S-8184, S-836, SAHA, SAM- 
484. SB 249553. SB-203580, SB-209763, SB-238039, SB-247464, SB-251353. SB-408075, SB 596168, SBAS2, 
SBR-11 -2897. SBR-1 1 -3702, SBR-1 70-, SB-RA-1 31 01 2, SB-T-1 21 3, SB-T-1 250, SB-T-1 01 1 87, SC-1 , SC-68448, 
SC-72115, SC-AAD9, SCH-207758, SCH-56396, SCH-58500, SCH-66336, SCHL-705, SD-7, SGI-101 , SGN-10, 
SGN-15, SH-207. SJG-136, SL11047, SL-11093, SN-38, SMT-487, SN-38, SNF-4435C,SQ-67454, SP-1053C, 
SPC8490, SPD-424, SPIKET-P, SR2789, SR 27897. SR-271425, SR-271425-, SR29142. SR-29142, SR-46023A, 
SR-4895. SR-49059, SRL-172. SS-555. ST-1481, STA-BX909, STI-412, STI-481 , STI-571, SU-0879. SU-101, 
SU-1433, SU-1498. SU4312, SU-4793. SU-4942. SU-4984, SU-5204, SU-6212, SU-5402. SU-5406. SU-5416. 
SU-5477. SU-5614, SU-6668, SU-9616. SU-9902. SW-163E, T12. T-138067, T-2591 , T-3782. T-607. T-64, T-67, 
T-900607, T.904064, T-98475, TA-2516, TA-2620-, TAS-103, TAS106. TER-117, TER.199, TER-286, TG-1031, 
TIP-19.40, TJN-151, TLC-144, TLC-D-99, TLC-ELL-12. TLK-199, TLK286, TMC-169, TMC-96. TNP-470, TOP- 
53, TRK-710, TTNPB. TT-2, TT-232, TX-1123, TX-1920, TXD-258, T2T-1027, U-0126. UCN-01, UCS-1025A-, 
UCT-1 072M1 . V-93, VGA1 1 02. VLTS-587, VN/85-1 , VN/87-1 , VNP-20009, VNP401 01 M, VP-1 6, VUF-5000. VUF- 
5434, VX-71 0, VX-853. WAY-1 70523, WHI-D11 , WH1-D12, WHI-P1 54, WHI-P273, WIN-61 651 , WMC-26, WP-631 , 
WP-745, WP-769, WR-1065, WT-126-34, WX-293T, XK-469, XR-11576, XR-3054, XR5000. XR-5944, XR-9576, 
YH-1 37, YH-1 38, YM294, YM51 1 . YM529. YMB-6H9. ZD-0473, ZD-1 626. ZD-1 839. ZD-2767, ZD-41 90, ZD-61 26, 
ZD-6474, ZD-9063R ZD-9331, ZK-1 19010. ZK-1 12993. ZK-191703, ZK-222584. ZK-229561, ZK-230211. ZM- 
445526. ZNPCF64, IRESSA. NEOQUIN 

Compounds according to claims 1-6 in which -F Is chosen among the following 8 groups of molecules (from 1 B 
to 8B) which are identified by their own structural formula or by their own INN ("International Nonproprietary Name" 
from "World Health Organization" database) or by their own company code or by their own chemical name. 

GROUP IB: 

ABT-963, a-tocopherol, 8a- hydroxy-riboflavin, aceclofenac, acemetacin, actarit, atclofenac, alclometasone, AGIX- 
4207, ajulemic acid (EL), amebucort, ameiometasone, amiprilose, ampiroxlcam, amtoimetin guacil. anakinra. an- 
irolac, anisperimus, aprepitant, aspirin (ECl), AR-C73346XX (ECX). ataquimast (ECLX), atiprimod, atizoram. atre- 
leuton, balsalazide (ECXVIII), bendazac, benorylate, benoxaprofen, benzydamlne (ELX), bermoprofen, beclom- 
ethasone. betamethasone, betamethasone acibutate, bindarit, brequinar, BF-389 (EXLVIII), bromfenac, buci- 
llamine, bucillamlne, budesonide. bufexamac. bumadizone, butixocort, CB-2431 , CC-1069, 00-1088, CEP-1347. 
celecoxib (El) and 2 metabolites of It ((Ell), (Elll)), chenodeoxycholic acid, chloroqulne, ciclesonlde. cinaproxen. 
cinmetacin, clldanac, clobuzarit, clofenamic acid. CGS-33090A, CLX-0921 , OLX-1 20600, CK-135, OOX-1 89, OS- 
502, cloticasone, CR-3558, cridanimod, cyclosporin A, darbufelone (EXLV), deflazacort, dehydrocholic acid, del- 
tibant, deracoxib (EXIII), descinolone, desonide, dexamethasone (EOXO), dexketoprofen, dexamethasone ace- 
furate, dexamethasone-21 -phosphate, dexbudesonlde, dexpemedolac, dextlopronin, diacerein, diclofenac (EOX- 
III), diflunlsal, dlpyrone, DPC-333, droxicam, eriotinib, esonarlmod (XXXIV), etodolac (ECXVI), etofenamate, etor- 
icoxib (EXI), E-5110 (EXLVI), everolimus, ezlopltant, famprldlne (ELXI), felbinac, fenbufen, fenieuton, fentiazac. 
figopltant, flavine-adenine dinucleotlde, flobufen (ECXVII), flosulide (EXXII), fiuazacort, flufenamic acid, flunisolide, 
flurbiprofen (EClV). fluticasone, fluocortin. FR-228352 (EVI), FPr-720 (ECL), ganaxolone, glucosamine (EXXX), 
ginkgolide B. GR-205171. GW-4459, halometasone, hydroxychloroquine, hydrocortisone (ECVIII), hyperin, 
ibufenac, Ibuprofen (EOXIV). icatlbant, llonldap, Indometacin (EOlX), Indoprofen, ISIS-104838, IsoxIcam, ketopro- 
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fen (ECXll), ketorolac (EXC), KME-4 (EXLVII). KE-768 (EXXXV), KE-748 (EXXXVI), LL-Z-1 640-2, laqulnimod, 
lanepitant, leflunomide (EXXV)» limazocic, lobenzarit, L-745337 (EXX), lornoxicam, loteprednol, J-113863 
(ELXXX), meclofenamic add, mesalazlne (ECU), meloxicam (ECXV), methotrexate (ECC), 6-methoxy-2-naphthy- 
lacetic acid (ELXIV), mofetll, IVIL-3000 (EVIII), mizorlblne, mlvotllate, mofezolac, mometasone, moxHubant, myc- 
ophenolate mofetil (EXXVIII). mycophenolic acid (EXXIX), MX-68 (EC), nabumetone, naflocort, naproxen (ECV), 
N-desmethylbenzydamlne (ELXIII), nepadutant, nepafenac, niflunnic acid, nimesullde (EXV), NS'398 (EXXXIIt), 
olsalazine, oxaprozin, oxolamlne, oxisopred, paracetamol (ECVI), paramethasone, parecoxlb (ElV), pemedolac, 
penlcHlamine, pentostatin, pimecrolimus, piroxicam, PNU-156804, pralnacasan (EXXXVII), prasterone (ECLXII), 
prifelone, prednisone, prednisolone (ECVII), prednazoline (ECCI), propacetamol. proglumetacin, quercetin, rem* 
inertant, resiquimod, rhein, riboflavin, riboflavin monophosphate, riboflavin tetrabutyrate, riboflavin triacetate, 
ridogrel (ECXL), rimonabant, rofecoxlb (EIX), romazarit, rofleponide, roqulnimex (ECLXI), RWJ-67657, RWJ- 
68354, salicylic acid (ECXCl). S-19812 (ECXXX), SB-202190, SB-203680, SB-220026, SCIO-469, sinomenine. 
sirolimus, sivelestat, sollmastat, SP-600125, splradolene, sulfasalazine, S-2474 (EXXVII], SU-5271 (ELXII), sulln- 
dac (ECXI), suprofen, suxibuzone, tacrolimus, tatnetant, tanomastat, tauroselcholic acid, tazofelone, tazadolene, 
tebufelone (ECXXXI), tenidap (EClll), tenoxicam, tepoxalin (EVIl), teriflunomide (EXXIV). thalidomide, tiaramide, 
ticolubant, tlfurac, tilmacoxlb (ElV), tllnoprofen arbamel, tlopronin, tomoxiprole, tolfenamic acid, tresperimus, T- 
61 4 (EXXI), TBC-1 269, TSL-225, TTL-3, triamcinolone, triptolide, ursulcholic add, UR'881 3, ursodid (ELXV) {EgX- 
II), vaidecoxlb (EV). vofopltant, VX-746. WHI-P131 (ECU), Y-39041 , zlleuton (ECXX), zomeplrac, (EX), (EXIl), 
(EXVI). (EXVII) (EXVIII). (EXIX), (EXXI-b). (EXXXI), (EXXXII), (EXXXIII), (ELXX), (EXXXVHI), (EXXXIX). (EXL), 
(EXLI), (EXLII) (ECLXlll), (ECLXX) (ECLXXl). (ECLXXII). (ECLXXX), (ECLXXXI), (ECLXXXil) (ECLXXXIIl). 
(ECLXXXIV). (ECLXXXV). (ECLXXXVI) 
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(ECLXXXVI) (ECXC) 
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5 




(ECXCI) (ECC) 

GROUP 2B: 

alendronic acid, AGN-4310, arzoxifene (SXXX), avicatonin, ba2edoxifene/TSE-424, bervastatin, butedronic acid, 
15 calcipotriol, calcltriol (SVIII), CGP-77675, clodronic acid, CP-336156 (SXXXil), CP-424391, doxercalclferol, 

droloxifene (SVI), EB-1089 (SXXXV), ecalcidene, ED-71 , EMD-84444, ERA-923, esonarimod, estradiol, etidronic 
acid (SXV). F-9775A, F-9775B, falecalcltriol (SXXXI), FC-1 271 , GW-544, HMR-3339A, 4-hydroxytamoxifene, iban- 
dronicacid (SXX), idoxifene, incadronic acid, LGD-2226, lasofoxifene (SV(I), levormeloxifene, ievosimendan, lex- 
acalcitol, itdadronic acid (SV), maxacalcitol (SXL), medronic acid, minodronic acid (Sill), miproxifene, NDE-1003, 
20 neridronic acid, NPS-2143 (SXII), NVP-AAK980, olpadronlcacld (SXXI), ORG-30659, one-alpha-Da (SXLI). ormel- 

oxifene, osaterone, oxidronic acid, pamidronic acid (SXXIl), paricalcitol (SXXXVIi), pipendoxifene (SXXXlli), pirid- 
ronic acid, pitavastatin, plicamycin, prainacasan, raloxifene (SXIII), ranetic acid, risedronic acid (SXVI), RWJ- 
68354, SB-242784 (SIX), SB-265123. SB-26726B, SB-273005, SC-56631 , secalciferol, semparatide. simendan. 
SUN-E3001 , TAK-778, teriparatide, tiiudronic acid, tibolone, toremifene (SXIV), TJN-135, trimegestone, trioxifene, 
2S TSE-424, vitamina (Sll), vitamina D3, VX-745 (SX), zindoxifene, zoledronic acid (SIV). (SXI). (SXLII), (SL) 
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(SXLII) 



(SL) 



GROUP 3B: 

ABT-594, alfentanil, almotriptan, apadoline, aprepitant, asimadoline, aspirin, baclofen, benzydamlne, buprenor- 
phlne, buplvacalne, butorphanol, capsavanil (PI). CJC-1008, CNS-51 61, codeine (PXIV), dapltant, dextromethor- 
phan, dihydrocodeine (PXI), devazepibe, dronabinol, dutarizine, edronocalne, etidocaine, emfllemriln, enadollne, 
etodolac, etofenamate, ezlopltant, fenoprofen, fentanil, figopltant, flufenamic acid, flurbiprofen, gabapentin, ga- 
naxolone, GV-1 96771 (Pll). hydrocodone (PXII), harkoseride, icatibant, indomethacin, ipravacalne, Icetoprofen, 
ketorolac, lamotrlglne, lanepltant, levobupivacaine, LY-293558, levonantradol, Udocalne, lofentanil, lomerlzine, 
meperidine, meplvacaine, memantine, metacetamol, morphine, nabazenll, NNC-05-1869, NW-1029, naproxen, 
nepadutant, osanetant, oxycodone (PX), paracetamol (PIV), pentazocine, phenazopyrldlne, pidolacetamol, pra- 
vadollne. propacetamol, pregabalin, propoxyphene, remifentanil, rimonabant, rizatriptan, roplvacalne, ruflnamide, 
saredutant, SCH-50971 . SDZ*249-665, sufentanil, sumacetamol, suprofen, talnetant, tonabersat, topiramate. tra- 
madol (PV), vofopitant, ziconotide, zoltrlptan, zucapsalcin. (Pill) 
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(PHI) (PV) (PX) 




(PXI) (PXII) (PXIV) 

GROUP 4B: 

a-tocopherol (QIV), acitretin (Ql), adapalene, amelubant, amiexanox (QUI), azathioprine, atizoram, calcltrlol, cal- 
cipotrlene/calclpotriol (Q10), bexarotene, dexamethasone, LPD-519, hydrocortisone, hydroxyurea, prednisolone, 
prednlcarbate, prednisone, riboflavin, riboflavin tetrabutyrate, riboflavin 6-thloguanine, triacetate, tacalcttol, lexa- 
calcitol, maxacalcitol, moxilubant, seocalcitol, parlcalcitol, sulfasalazine, tazarotene, tepoxalin, ticolubant, thalid- 
omide. VX-497. (Qll), zidovudine. 




COOH 
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GROUP 5B: 

ablukast, ABT-761 (JVII), acetylcysteine, acltazanolast, acreozast, adapalene, albifylllne, albuterol (JXXXII) (Jglll), 
alclometasone, alinastine, AMG-1 26767, R-a-methylhistamlne (JCXXXI), ambicromil. ambroxol, amebucort, amel- 
ometasone, aminophylllne, andolast, APT-366, apafant, apaxifylllne, argatroban, arglmesna, arofylllne, 
AR-C68397AA (JXXXVI), asobamast, astemlzole (JCXXXIV), ataqulmast, atizoram, atreleuton, AY-0068, AWD- 
12-281 (JXVII), AWD-12-343, BAY.19-8004, BAY-X-IOOS (JLXXX). bamaquimast. batebulast. benafentrine, bepa- 
fant, bepotastine, betotastine, betamethasone, bilastlne, bimoslamose, binizolast, bltolterol, BP-294 (JCXXX), 
budesonide (Jll) (Jgll), bunaprotast, butaprost. butixocort, camonagrel, carebastine, cartasteine, CE-1037, ceti- 
rizlne (JCXXXII), ciclesonlde. cllomllast/SB-207499 (JXI), cllutazollne, cinalukast, cipamfyfllne, Ci-1018 (JXIII), CI- 
1044 (JXVIII), CGH-2486, cistinexine, ciclesonlde, clopldogrel, clotlcasone, cromakallm, cromogllcate tisetll, con- 
tlgnasterol, cromoglicic add (Jl), CR-3465, cysteine. D-441 8 (JXII), CPX {JLXXIII), D-4396, dacopafant, daltroban, 
dametralast, danosteine, dapltant, dazoqulnast, DAX (JLXXIV), decarboethoxyloratadine, DF-1111301, deflaza- 
cort, deltibant» de8clnolone» desloratadlne, desonlde, dexamethasone, dexbudesonlde, dexsecoverine, dextio- 
pronin, diproteverine, DMP-777, donnltroban (JXXX), doqualast, doxaprost, drotebanol, ebastine, eclazolast, efle- 
tlrlzlne, eflumast, elzlverine, emedastine, enefexine, enofelast, enoxamast, epinastlne, epinephrine, eprazlnone, 
erdostelne, espatropate, etolotifen, eziopitant, fenleuton, fenoterol (JXXXIV), fenprlnast, fexofenadine (JXC), fig- 
opitant, filaminast, flerobuterol, flezelastlne, fluazacort, flunlsolide, fluticasone (JV) (Jgl), fominoben, foropafant. 
fomnoterol (JXXXV), fudostelne, furegrelate, genlstein (JLXXII), genleuton, gualmesal, guaifenesin, gualsteine, 
halometasone, HSR-609, hydroxyzine, ibudilast, Icatlbant, ICI-200355, Idaverlne, idenast, Ifetroban, llonldap, im- 
itrodast (JCXI), INS-3653, Ipratropium, IPL-4088, Iralukast, Isalstelne, Isbogrei, Isbufylilne, isocromil, Isoetharine, 
isoproterenol, israpafant(JXL), itazigrel, ketotifen, L-826141 (JXIX), L-658758, lanepitant. laprafylline, ievalbuterot. 
levcromakalim, levmetamfetamine, ievocabastlne. levocetirizine, levodroproplzine, ievosulpiride, lexipafant, Una- 
zolast, llnetastine, llnotroban, llrimliast, lisofylllne, lonapalene, loratadlne, loxanast, mapinastlne, melquinast. mer- 
Ibendan, mesna, metaproterenol, methylprednisolone, midaxifylline, midazogrel, midestelne, milverlne, milrinone 
(JLXXI)» minocromil, minopafant, mipitroban, mizolastine, modipafant, mogulsteine, mometasone, montelukast 
(JC), MPB-07 (JLXXV), moxilubant, nafagrel, naphazoline, naflocort, N-acetylcysteine, nardeteroi, nedocromll, 
neitenexine, nemazollne, nepadutant, nestlfylllne, NKP-608C. noberastlne, norastemlzole (JCXXXIV), nupafant, 
olopatadlne, olprinone, ontazolast, osanetant (JCXX), oxalinast, oxitropium, ozagrel, pamicogrel, paramethasone, 
pemirolast, perbufyiline, phenylbutyrate (JUCX), phenylpropanolamine (JXXil), piclamilast (JXXV), picumast, pi- 
cumeterol, pirbuterol, pimiagrel, ptrodomast, pobilukast, pranlukast, prednisolone, prednisone, proplverine, pro- 
methazine, proxlcromil, pumafentrtne (JXIV), quazolast, quiflapon, quinotolast, racephedrine, racephedrlne, ram- 
atroban (JXXXI), raxofelast. repirlnast, revatropate, revenast. ridogrel, rimonabant, ritolukast^ rocastlne, rocepa- 
fant, roflumliast (JX). rolafagret, rotlpram, RPR-1 06541, rupatadlne (JXCI), ealmeteroi (JXXXIII). salmlstelne, 
samlxogrel, saredutant, sarpogrelate, satlgrel, scopinast, SCH-351591 , seratrodast (JCX), setlpafant, sevitropium, 
siguazodan, sivelestat (JL), splrofyiiine, stacofyliine, sulotroban. sulukast, suplatast (JLX), T-440, talnetant, tau- 
rostelne, tazanolast, telmeeteine, tematroplum, temlverine, tenldap, terbogrel, terbucromii, terbutallne, tetrazolast, 



209 



EP1336 602A1 



texacromil, theophylline, tiacrilast, tibenelast, ticolubant, tlotropium, tioxamast, tiprlnast, tolafentrlne, toflmllast, 
tomelukast, tranllast (JIM), toborinone (JXX), triamcinolone, tulopafant, UT-77. verlukast, vofopitant, V-11294A 
(JXV), YM-976 (JXVI), zaflrlukast, zardaverine, zileuton (JIV), zilpaterol, zipeprol, (JXCII), (JCXXXIII), (JCXXXIV) 




(Jglll) 



210 



EP 1336 602 A1 




EP 1 336 602 A1 




EP1 336602A1 




EP 1336 602 A1 




(JCXXXIII) (JCXXXIV) 




(JCXXXIV) (JCXXXV) 

GROUP 6B: 

allzapride, alosetron, amiglumlde, arbaprostil, AR-H047108, bromopride, budesonide, CAM-1028, S-carboxyome- 
prazole (RXCII), 5-carboxytenatoprazole (RXCVI), 5-carboxyesomeprazole (RXCVII), chenodiol, cimetidlne, cis- 
apride, clarithromycin, cleboprlde, CR-2622, CR-3294, darlfenacin, deprostll, desmethylrabeprazole (RXXVIII), 
devazeplde, dexloxiglumide (RXXXI), dolasetron, domperldone, dosmalfate, egualen (RXXX), E-3620, enprostil, 
esaprazole, esomeprazole (RIV), esolansoprazole (RCI), esopantoprazole (RCIII), famotidine, fedotozine, granl- 
setron, 6-hydroxylansoprazole (RC), 5-a-hydroxyomeprazole (RXC), S-a-hydroxyotenatoprazole (RXCIV), 5-a- 
hydroxyesomeprazole (RXCVIII), ezlopltant. Itasetron, Itriglumide (RglV) (RXXXIII). IY-81149 (RIX), L-365,260 lan- 
soprazole (RV), lafutldine, lemlnoprazole (Rl), levosulplrlde, loperamide, loxiglumlde, L-365260, LY-288513, LY- 
262684, LY-191009, MKG-733, MK-869, meclizine, mesaiamine, mexiprostil, IVIKC-733, metoclopramlde, misopr- 
ostol (Rgll) (RLXXII), mosapride, nepadutant, nepaprazole, nizatidine, nocloprost, norcisapride, S-O-desmethyl- 
omeprazole (RXII), 4-0*desmethylpantoprazole (RXXil), olsalazlne, omeprazole (Rll), ondansetron, omoprostll, 
osutldine, pantoprazole (RVI), pibutldlne (RXLi), PD-135158, picoprazole (RLXIV), pipratecol, pranazepide, pro- 
glumlde, pumaprazole, prucalopride, ranitidine, rabeprazole (Rill), rebamiplde (RXXXIV), remiprostol, renzapride 
(RXXXII), rioprostli. rosaprostol (Rglll) (RLXX), roxatidine (RXL), RP-72540, RP-73870 (RLXXXI), S-0609 
(RUCXXII), SB-641257, sepimostat (RL), splroglumide, soneplprazole, sulfasalazine, TAK-637, tarazepide, tauro- 
chollc acid, tegaserod, telenzeplne, tenatoprazole (RVIII), timoprazole (RLXIII), tiropramlde, trlmoprostii, tropiset- 
ron, YIA-20379-1 (RLX), YM-022, YIA-20379-5 (RLXl), YIA-20379-8 (RLXII), zacoprlde, (RX), (RXI) (RXII), (RXIII), 
(RIV). (RXV). (RXVI), (RXVII), (RXVIIi). (RXIX), (RXX), (RXXI), (RXXII), (RXXIIi). (RXXIV). (RXXV), (RXXVI), 
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(RCVI) (RCVII) 



GROUP 7B: 

ABT-980, AH-9700, AIO-8507L, alfuzosin (UV), alfatradlol, alvamellne (ULXX). alprostadil (UXC). atoslban, apo- 
morphine (UCXXX). atrasentan (UCXL), bexlosteride, bicalutamlde, BMS-341400, CS-891 , cyproterone (UCII)), 
DA-8159, darifenacin (ULXXXIII), deacetylmoxisylyte, dehydrocorydallne (UXXXV), (+)'desmethylsibutramin6, 
doxazosin (UXL). duloxetlne (UXLI), dutasteride, E-4010 (UXXII), E-4021 (UXXIII), E-8010, EMD-221829, epler- 
enone, ESR-160. eprlsteride (Ul), FCE-27837, fesoterodine (ULXXV). fiduxosin (UCXIl). finasteride, finrozoie 
(UCXLI), fluoxetine (UCXXXI), FK-143 (UCL), FR-119680 (UCLIII), FR-229934. gestonorone (Ull-b), GI-198745, 
GYKI-16084 (UIX), GYKI^12743, Izosteride, KMD-3213 (UCX). KCO-61 6. KRP-197 (ULXXXVIil), Inaperisone (UL- 
XXXV), indoramin, izonsterlde, 1-771 688/SNAP-6383 (UCXIII), L-780945/SNAP-6991 (UCXVI), laplsteride, lan- 
perisone, LY-320236, LY-353433. mepartricin, mepazosin, moxisylyte, naftopldil (UC), NC-1800 (ULXXXIX), NS- 
49 (UXCV), osanetant, osaterone (Uil). oxendolone (UIV), oxybutynin, phentolamlne (UVIII), PNU-157706 (UCLiI), 
PNU-83757, PNU-156765, PNU-200577, prazosin, propantheline, prasterone (UCI), propiverine, resinferatoxln, 
RBX-2258, REC-15/3079, Ro-70-0004 (UCXVII), RS-1 00329 (UCXVIII), RWJ-38063 (UCXIV). RWJ-69736 
(UCXV). SB-223412, saredutant (UXCVII), sildenafil (UXXXIV), SNA-4606-1, SNAP-6383, SNP-7915 (UCXIX), 
(S)-doxazosin (UCXI). (S)-oxybutynin (UUCXXVII), sibutramine (ULXXX). SPM-007, suplatast (ULXXXIV), T-1032 
(UXXX), TA-1790. TAK-637, tadalafil/IC-351 (UXXXI), talnetant, tamsulosin (Ulll), TF-605, temiverlne (ULXXXVI). 
terazosin, terodlline, tolterodine (ULXXXII), turosterlde, N-desmethylsildenafil/UK-1 03320 (UCLXX). UK^I 22764 
(UVII), UK-343664, UK-357903, vamlcamide, vardenafil (UVI), yohimbine (UCXXXII) (UgVII), zaprlnast, YM-BOS 
(ULXXXI), YIVI-53705, YM-46303. WAY133537. WAY151616, ZD-0947, ZD-6169 (UCXVI), Z.350 (UCLI), ZM- 
244085, (UX). (UXI). (UXIi), (UXIil). (UXIV). (UXV), (UXVI), (UXVIi). (UXVIII). (UXIX). (UXX). (UXXI), (UXXIV). 
(UXXV), (UCUV). (UCLV). (UCLVI). (UCLVII). (UCLVIII), (UCUX). (UCLXX). (UCLXXI), (UCLXXII), (UCLXXIII). 
(UCLXXIV) 
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GROUP 8B: 

ABT-839 (CNdXLl), AC-7700 (CNaLXIV), AZD-3409, 3-aliylfarne80l (CNdXLVI), amifostine (CNelll), anecortave 
(CNaXXVI), 4-aminothalidomlde (CNalL), aminoglutethimide, anastrozole, all-trans retlnolc acid (CNbLXXIt), 
2-{2-amino-3-mGtoxyphenyl)chromone (CNaXXIV), aplgenin (CNbX(X), atrasentan (CNcXIII), asulacrine, BAY 
59-8862. BB-3644. BMS-214662 (CNdL). BMS^275291 , BBR-2778 (CNdXXI), BBR-3438 (CNdXXIV), BBR-3464, 
BBR-3576, bicalutamide (CNvll). buserelln, butyric add (CNvIV). camptothecin (CNdll), 9-aminocamptothecln 
(CNdlll). carboxyamidotrlazole (CnaXXll), capecitabine, chlorogenic acid (CNbL). chrysin (CNbXX), CP-461 (Cndl- 
b), CP'609754, CI-994, CI-1033 (CNcXIl), CGP-77675. dlengitlde (CNaXXIIl), cipemastat, cladribine, combret- 
astatin A4 (CNaLXI), combretastatin A4 phosphate (CNaLXtll). CT-2584, curcumln (CNbLllt). 5,6-dimethylxanthe- 
none-4-acetic acid (CNaLXV), flavinic derivatives (CNbgl), flavonolic and flavonic derivatives (CNbgX), Isoflavcnic 
derivatives (CNbgXI), IndolinonIc derivatives (CNagI), flavanonollc and flavanonic derivatives (CNbgXIl), flavanolic 
derivatives (CNbgXill), anthqcyanldine derivatives (CNbgXIV), thalidomide derivatives (CNagXL), 2-phthalimidino- 
glutaric acid derivatives (CNagXLI). phthalamidic derivatives (CNagXLII), glucose derivatives (CNdgXL), fructose 
derivatives (CNdgXLI), galactose derivatives (CNdgXLIi), retinoid derivatives (CNbLXX), dexrazoxane (CNel), 
4-dedimethylamlno-sancycllne (CnaXX), diflomotecan (CNdVll), all-cls-5,8,11,14,17-eico8apentaenoicacld (CN- 
bLXI). daidzein (CNbXXXII). docetaxel, doxorubidn (CNdXXH), D-1 927, edatrexate. eflornlthlne (CNbLXIX), ellagic 
add. EO-9 (CNdLXXX). EM-12 (CNaXLV), E>7010, epicatechin (CNbXXVI), ellagic acid, eplgallocatechln-3-gallate 
(CNbXXVtl), eplmbidn. BMS-247550, BMS-214662. BMS-275291 . ERA-923. erbstatin (CNcIV), eriotlnib, exenfies- 
tane, exatecan (CNdVI), fadrozole, fenretinide (CNbLXXIV), finrozole (CNbLXVII), flavin-adeninin-8a-hydroxy-rj- 
boflavln (CNblll), flavine-adenine dinudeotlde/FAD, flavone-8-acetic acid (CNaLXVII), flavopiridol (CNaXXV), 
floxurldlne, 5-fluorouradl, fonnestane (CNbLXIII), 1 -fructosamine, (CNdLXXVIII) 2-fructosamine (CNdLXXVI), fus- 
tin (CNbXXIV), funtaglliol (CNaLXIV), fulvestrant, genlstein (CNbXXt), gefltinib, gemcltablne (CNdXXX), 1 -glu- 
cosamine (CNdLXXHI), glutathione (CNbgXXXV). 2-gluco8amlne (CNdLXXIV), a-glucosamlne (CNdLXXV), 
2-galattosamine (CNdLXXVI I), hatofuginone (CNaLX), histamine (CNvi), 4-hydroxybutirroxymethyl-retlnate (CN- 
bLXXII), 5'-hydroxythalidomlde (CNaXLIV), ILX-23-7663. IDN-5109, imatinlb/STI-671 (CNcll). imiqulmod. hyperin 
(CnbIL). human endostatin 6-49, Indanodne (CNaVl), kaempferol (CNbXVI), kynurenic add (CNbXXX). Icetotrex- 
ate, 3-lndolemethanol (CNbUCV), Irlnotecan (GNdiV), Irofulven, ltrlglumlde/GR-2945 (CNbXG). ieuprorelln, letro- 
zole (CNbLXVIti), losoxantrone (CNdXXIil)» ledoxantrone, luteolin (GNbXVIIi), iurtotecan. LY-294002 (CNcVI), L- 
778123 (CNdXL), marimastat (CNcI), megestrol, methotrexate, l\^EN<11066, mitoxantrone (CNdXX), midostaurin, 
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mlvobulin, myricetln (CNbXVII), myo-lnositot (CNbLX), N-(4-carboxyphenyl)-retinamide (CNbLXXI), N-hydroxyme- 
thyl-thalidomlde (CNaXLVII). N-hydroxyphthallmlde (CNaXLVIII), N-acetylcystelne. naringenln (CNbXXII), nelzara- 
bine, octreotide (CNaLXVII), oltipraz, oroxylln (CNbXXVKI), OSI-774, 2,2,57,8-pentamethyl-6-hydroxychroman0 
(CNbXLIVI), oxandrolone (CNfl), paclitaxel, phenylbutyrate, PD-089828, PD-153035, pemetrexed, periltyl alcohot 
(CNbLXXV), quercetin (CNbXV), R-1 15777 (CNdXLII), raltltrexed, razoxane, resveratrol (CNbLI), riboflavin (CN- 
bll). riboflavin monophosphate (CNblV), roquinlmex, RPR-1 30401 (CNdXLV).2-phthallmldlno glutarlcacld (CNaX- 
LVI), piroxantrone, prinomastat (CNclll), riboflavin tetrabutyrate, riboflavin triacetate (CNbV), rubttecan (9-nitro- 
camptothecin) (CNdV), PTK-787 (CNaXXI), Sch-66336 (CNdXLIII), p-sitosterol (CNbLXII), seocalcitol (CNdXC), 
squalamlne (CNbLXIV), semaxanlb/SU-5416/semoxind (CNall), SCH-57068, silybin (CNbXXXI), STI-481 (CNdX). 
SPIKET-P (CNcVII), SPC-8490, SCH-66336, SCH-57050, S-3304, SU-6668 (CNalll). SU-5406. SU-5614. SU- 
5477, SU-5402 (CNaXI), SU-4793, SU-5204, SU-4942. SU-4984, SU'521 2, SU-4312, sulfuretin (CNaXV), sullndac 
solfone/exisullhd (CNdl), teemllifehe, tamox^^ 

teloxantrone, tezacitablne, theaflavin (CNbXXIV), thalidomide (CNaXLIII), thymltaq, tirllazad (CNbLXIX), a-toco- 
pherol (CNbXL). trolox C (CNbXLI). 2 tocotrienoll (CNbXLII) e (CNfaXLIII), topotecan (CNdXXV). triptorelin, trans 
ferullcacid (CNbLII). triaplne, trimetrexate. troxacitabine, ubenimex, 7-hydroxystaurosporine/UCN-01 (CNcV), vo- 
rozole, vesnarinone. vitamin E acid succinate (CNbXLIV), VX-710, Yl\;i-511 , wogonin (CNbXXIX), ZD-1839/lressa 
(CNciX), ZD-4190 (CNcXI), ZD'6126, ZD-9331, ZK-222584, (CNalV), (CNaV), (CNaVil), (CNaXII). (CNaXIII), 
(CNaXIV), (CNaXVI), (CNaXLb). (CNagL), (CNaLXII), (CNbgXXXII), CNdVIII), (CNdIX), (CNdXLIV) (CNdXLVII), 
(CNdXLVIII). (CNdXLIX). (CNbXXXV), (CNbXXXVI), {CNbXXXVII), (CNbXXXVIII), (CNbXXXIX). (CNvlll), (CNcX) 
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where: 
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40 



R4 is 



COOH; -F; -CI; -Br; -CFg; -NOg, -CHO, -CN, -Ng, 
R2 ; -O-R2; -0-(C0).R2; -N(R2)2; ■N(R2)2-(CO)-R2; -RrO-Rg; 
R1-S-R2; -Ri-NR2-R2;-0-RrO-R2;-0-Ri-S-R2;-0-Ri-NR2-R2; 
S'R2; -S-R1-O-R2; -S'Ri'S-R2; -S-Ri-NR2-R2;-NR2-R2: 
NR2-R1-O-R2; -NRg-RrS-Rai -NRa-Ri^NRa-Rgi-CCOVRg: 
(C0)-0-R2; -(CO)-Ri-0-R2:-(CO)-Ri-S-R2;-(CO)-R^-NR2-R2; 

P0(0-)0-R2; -SO2-R2; -0-SO2-R2; -SO2-0-R2; 

R^, -R2, W and the dotted line are described as above 
W2 is -O-. -NH-, -NH=, -NCRg)-. -CH^CH-, -S-; =CH- 
n Is an integer between 1 and 5. preferably 1 
m is an integer between 0 and 5 



8. Compounds according to claims 1-7 chosen among the following 8 groups of compounds 
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10. Process to synthetize paranltroxymethylbenzoyi derivatives (-Y3) in which compounds with at least one alcoholic 
or aminic or thiollc group react In two steps initially with p-chloromethyl-benzoyi chloride or p-bromomethylbenzoyi 
chloride and then with silver nitrate, or In a single step with previously synthetlzed paranitroxymethylbenzoic acid 
through a dehydrating agent. 

11. Pharmaceutical composition containing a therapeutic effective quantity of a compound according to claims 1-9 
mixed with exciplents for phannaceutical use. 

12. Use of the compounds or compositions according to claim 11 for the preparation of medicaments for prevention 
and treatment of diseases for which a chronic, controlled and selective administration of nitric oxide Is useful. 

13. Use of the compounds or compositions according to claim 12 for the preparation of medicaments for prevention 
and treatment of inflammatory, ischemic, degenerative and proliferative diseases of muscoloskeletal system (e.g. 
rheumatoid arthritis, osteoarthritis, lupus, osteoporosis, Paget disease), of tegumental system (e.g. ulcers, aphtha, 
psoriasis, dennatitis, Mn tumors) of respiratory system (e.g. asthma, chronic obstructive pulmonary disease, al- 
lergy, emphysema, bronchitis, ARDS, rhinitis, cystte fibrosis, lung tumors), of gastrointestinal system (e.g. peptic 
ulcer, duodenal ulcer, ulcerative colitis, Crohn disease, hepatic cirrhosis, pancreatitis, esophagitis, gastritis, colon 
familial polyposis, colon-rectum tumors, liver tumors, oesophasus tumors, pancreas tumors, stomach tumors), of 
genital system (e.g. benign prostatic hypertrophy, prostatitis, sexual disorders, prostate tumors, breast tumors, 
uterus tumors, ovary tumors), of urinary system (urinary incontinence, bladder tumors) and of central nervous 
system (e.g, multiple sclerosis, Alzheimer disease, brain tumours). 
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